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NOVEL POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE SAME 

FIELD OF THE INVENTION 
The present invention relates generally to the identification and isolation of novel DNA and to the 
recombinant production of novel polypeptides encoded by that DNA. 

5 

BACKGROUND OF THE INVENTION 
Extracellular proteins play an important role in the formation, differentiation and maintenance of 
multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, differentiation, or 
interaction with other cells, is typically governed by information received from other cells and/or the immediate 
10 environment. This information is often transmitted by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted polypeptides 
or signaling molecules normally pass through the cellular secretory pathway to reach their site of action in the 
extracellular environment. 

15 Secreted proteins have various industrial applications, includingpharmaceuticals , diagnostics , biosensors 

and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 

/ which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are focused 

20 on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et al., Proc. Natl. Acad. ScL. 93:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. 

Membrane-bound proteins and receptors can play an important role in the formation, differentiation and 
rnaimerjance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 

25 differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenicfactors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane- 
bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor 

30 phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like seiectins and 
integrins. For instance, transduction of signals that regulate cell growth and differentiation is regulated in pan 
by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, 
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can also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth 
factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
5 of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. Efforts are being 
undertaken by both industry and academia to identify new, native receptor proteins. Many efforts are focused 
on the screening of mammalian recombinant DN A libraries to identify the coding sequences for novel receptor 
proteins. 

We herein describe the identification and characterization of novel secreted and transmembrane 
10 polypeptides and novel nucleic acids encoding those polypeptides. 

1. PRQ213 

Human growth arrest-specific gene 6 (gas6) encodes a protein that is expressed in a variety of different 
tissues and which has been reported to be highly expressed during periods of serum starvation and negatively 

15 regulated during growth induction. See Manfioletti et al., Mol Cell. Biol. 13(8):4976-4985 (1993) and Stilt et 
al., CeU 80:661-670 (1995). Manfioletti et al. (1993), supra, have suggested that the gas6 protein is member 
of the vitamin K-dependent family of proteins, wherein the members of the latter family of proteins (which 
include, for example, Protein S, Protein C and Factor X) all play regulatory roles in the blood coagulation 
pathway. Thus, it has been suggested that gas6 may play a role in the regulation of a protease cascade relevant 

20 in growth regulation or in the blood coagulation cascade. 

Given the physiological importance of the gas6 protein, efforts are currently being undertaken by both 
industry and academia to identify new, native proteins which are homologous to gas6. Many of these efforts 
are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for 
novel secreted and membrane-bound receptor proteins, specifically those having homology to gas6. Examples 

25 of such screening methods and techniques are described in the literature [see, for example, Klein et al. , Proc. 
Natl. Acad. Sci. . 93:7108-7113 (1996); U.S. Patent No, 5,536,637)]. We herein describe the identification of 
a novel polypeptide which has homology to the gas6 polypeptide. 

2. PRQ274 

30 The 7-transmembrane (**7TM W ) proteins or receptors, also referred to in the literature as G-protein 

coupled receptors, are specialized proteins designed for recognition of ligands and the subsequent signal 
transduction of information contained within those ligands to the machinery of the cell . The primary purpose 
of cell surface receptors is to discriminate appropriate ligands from the various extracellular stimuli which each 
cell encounters, then to activate an effector system that produces an intracellular signal, thereby controlling 

35 cellular processes. [Dohlman, H.. Ann. Rev. Biochem.. 60:653 (1991)]. The ability of 7TM receptors to bind 
ligand to a recognition domain and allosterically transmit the information to an intracellular domain is a 

2 
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specialized feature of 7TM proteins [Kenakin, T., Pharmacol. Rev. . 48:413 (1996)]. The gene family which 
encodes the 7TM receptors or G-protein linked receptors encode receptors which recognize a large number of 
ligands, including but not limited to, C5a, interleukin 8 and related chemokines: Research in this area suggests 
that distinct signals at the cell surface feed into common pathways of cell activation. (Gerard, C: and Gerard, 
NL. Curx. Op. Immunol.. 6:140 (1994), Gerard, C. and Gerard, N.. Ann. Rev. Immunol.. 12:775 (1994)]. The 
5 superfamily of 7TM or G-protein coupled receptors contains several hundred members able to recognize various 
messages such as photons, ions and amino acids among others [Schwartz, T. W. , et al. , H., Trends in Pharmacol. 
ScL t 17(61:213 (1996)]. ' 

[Dohlman, H.. Ann. Rev. Biochem.. 60:653 (1991)]. [Schwartz, T.W., et al., H.. Eur. J. Pharm. Sci.. 2:85 
(1994)]. We describe herein the identification of a novel polypeptide (designated herein as PR0274) which has 
10 homology to the 7 transmembrane segment receptor proteins and the Fn54 protein. 

3. PRO300 

The Diff 33 protein is over-expressed in mouse testicular tumors. At present its role is unclear, 
however, it may play a role in cancer. Given the medical importance of understanding the physiology of cancer, 
15 efforts are currendy being under taken to identify new, native proteins which are involved in cancer. We 
describe herein the identification of a novel polypeptide which has homology to Diff 33, designated herein as 
PRO300. 

4. PRQ284 

20 Efforts arre currently being undertaken to identify and characterize novel transmembrane proteins. We 

herein describe the identification and characterization of a novel transmembrane polypeptide, designated herein 
asPR0284. 

5. PRQ296 

25 Cancerous cells often express numerous proteins that are not expressed in the corresponding normal cell 

type or are expressed at different levels than in the corresponding normal cell type. Many of these proteins are 
involved in inducing the transformation from a normal cell to a cancerous cell or in maintaining the cancer 
phepotype. As such, there is significant interest in identifying and characterizing proteins that are expressed in 
cancerous cells. We herein describe the identification and characterization of a novel polypeptide having 

30 homology to the sarcoma-amplified protein SAS, designated herein as PR0296. 

6. PRQ329 

.i 

Immunoglobulin molecules play roles in many important mammalian physiological processes. The 
structure of immunoglobulin molecules has been extensively, studied and it has been well documented that intact 
35 immunoglobulins possess distinct domains, one of which is the constant domain or F c region of the 
immunoglobulin molecule. The F c domain of an immunoglobulin, while riot being directly involved in antigen 

3 
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recognition and binding, does mediate the ability of the immunoglobulin molecule, either uncomplexed or 
complexed with its respective antigen, to bind to F c receptors either circulating in the serum or on the surface 
of cells. The ability of an F e domain of an immunoglobulin to bind to an F c receptor molecule results in a variety 
of important activities , including for example, in mounting an immune response against unwanted foreign 
particles. As such, there is substantial interest in identifying novel F e receptor proteins and subunits thereof. 
5 We herein describe the identification and characterization of a novel polypeptide having homology to a high 
affinity immunoglobulin F c receptor protein, designated herein as PR0329. 

7. PRQ362 

Colorectal carcinoma is a malignant neoplastic disease which has a high incidence in the Western world, 
10 particularly in the United States. Tumors of this type often metastasize through lymphatic and vascular channels 
and result in the death of some 62,000 persons in the United States annually. 

Monoclonal antibody A33 (m AbA33) is a murine immunoglobulin that has undergone extensive 
preclinical analysis and localization studies in patients inflicted with colorectal carcinoma (Welt et al., /. Clin. 

15 OncoL 8:1894-1906 (1990) and Welt et al., 7. Clin. Oncol. 12:1561-1571 (1994)). mAbA33 has been shown 
to bind to an antigen found in and on the surface of normal colon cells and colon cancer cells. In carcinomas 
originating from the colonic mucosa, the A33 antigen is expressed homogeneously in more than 95% of the 
cases. The A33 antigen, however, has not been detecting in a wide range of other normal tissues, i.e., its 
expression appears to be rather organ specific. Therefore, the A33 antigen appears to play an important role 

20 in the induction of colorectal cancer. 

Given the obvious importance of the A33 antigen in tumor cell formation and/or proliferation, there is 
substantial interest in identifying homologs of the A33 antigen. In this regard, we herein describe the 
identification and characterization of a novel polypeptide having homology to the A33 antigen protein, designated 
herein as PR0362. 

25 

8. PRQ363 

The cell surface protein HCAR is a membrane-bound protein that acts as a receptor for subgroup C of 
the adenoviruses and subgroup B of the coxsackieviruses. Thus, HCAR may provide a means for mediating 
viral infection of cells in that the presence of the HCAR receptor on the cellular surface provides a binding site 

30 for viral particles, thereby facilitating viral infection. 

In light of the physiological importance of membrane-bound proteins and spcficially those which serve 
a cell surface receptor for viruses, efforts are currently being undertaken by both industry and academia to 
identify new, native membrane-bound reeptor proteins. Many of these efforts are focused on the screening of 
mammalian recombinant DNA libraries to identify the coding sequences for novel receptor proteins. We herein 

35 describe a novel membrane-bound polypeptide having homology to the cell surface protein HCAR and to various 
tumor antigens including A33 and carcinoembryonic antigen, designated herein as PR0363, wherein this 

4 
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9. PRQ868 

Control of cell numbers in mammals is believed to be determined, in pan, by a balance between cell 
proliferation and cell death. One form of cell death, sometimes referred to as necrotic cell death, is typically 
5 characterized as a pathologic form of celt death resulting from some trauma or cellular injury. In contrast, there 
is another, "physiologic - form of cell death which usually proceeds in an orderly or controlled manner. This 
orderly or controlled form of cell death is often referred to as "apoptosis* [see, e.g., Barr et a!., 
Bio/Technology. 12:487-493 (1994); Steller et a!., Science . 267:1445-1449 (1995)]. Apoptotic cell death 
naturally occurs in many physiological processes, including embryonic development and clonal selection in the 

10 immune system [Itoh et al., Cell, 66:233-243 (1991)]. Decreased levels of apoptotic cell death have been 
associated with a variety of pathological conditions, including cancer, lupus, and herpes virus infection 
[Thompson, Science . 267 :1456-1462 (1995)]. Increased levels of apoptotic cell death may be associated with 
a variety of other pathological conditions, including AIDS, Alzheimer's disease, Parkinson's disease, 
amyotrophic lateral sclerosis, multiple sclerosis, retinitis pigmentosa, cerebellar degeneration, aplastic anemia, 

15 myocardial infarction, stroke, reperfusion injury, and toxin-induced liver disease [see, Thompson, s upral. 

Apoptotic cell death is typically accompanied by one or more characteristic morphological and 
biochemical changes in cells, such as condensation of cytoplasm, loss of plasma membrane microvilli, 
segmentation of the nucleus, degradation of chromosomal DNA or loss of mitochondrial function. A variety 

20 of extrinsic and intrinsic signals are believed to trigger or induce such morphological and biochemical cellular 
changes [Raff, Nature . 356:397-400 (1992); Steller, supra! Sachs et al., Blood. 82:15 (1993)]. For instance, 
they can be triggered by hormonal stimuli, such as glucocorticoid hormones for immature thymocytes, as well 
as withdrawal of certain growth factors [Watanabe-Fukunaga et al.. Nature. 356:314-317 (1992)]. Also, some 
identified oncogenes such as myc, rel, and E1A, and tumor suppressors, like p53 t have been reported to have 

25 a role in inducing apoptosis. Certain chemotherapy drugs and some forms of radiation have likewise been 
observed to have apoptosis- inducing activity [Thompson, supra]. 

Various molecules, such as tumor necrosis factor-a (TNF-a"), tumor necrosis factor-P ("TNF-p* or 
"lymphotoxin-a"), lymphotoxin-p ("LT-p"), CD30 iigand, CD27 ligand, CD40 ligand, OX-40 ligand, 4-1BB 
ligand, Apo-1 ligand (also referred to as Fas ligand or CD95 ligand), and Apo-2 ligand (also referred to as 

30 TRAIL) have been identified as members of the tumor necrosis factor (TNF*) family of cytokines [See, e.g., 
Gruss and Dower, Blood . 85:3378-3404 (1995); Pitti et al., J. Biol. Chem. . 271:12687-12690 (1996); Wiley 
et al., Immunity. 3:673-682 (1995); Browning et al., Cell, 72:847-856 (1993); Armitage et al. Nature . 357:80- 
82 (1992), WO 97/01633 published January 16, 1997; WO 97/25428 published July 17, 1997]. Among these 
molecules, TNF-a, TNF-P, CD30 ligand, 4-1BB ligand, Apo-1 ligand, and Apo-2 ligand (TRAIL) have been 

35 reported to be involved in apoptotic cell death. Both TNF-a and TNF-P have been reported to induce apoptotic 
death in susceptible tumor cells [Schmid et al., Proc. Natl. Acad. Sci. . 83:1881 (1986); Dealtry et al., Eur. J. 

5 
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Immunol. . 17:689 (1987)]. Zheng et al. have reported that TNF-cc is involved in post-stimulation apoptosis of 
CD8-positiveT cells [Zheng et al., Nature . 377:348-351 (1995)]. Other investigators have reported that CD30 
ligand may be involved in deletion of self-reactive T cells in the thymus [Amakawa et al., Cold Spring Harbor 
Laboratory Symposium on Programmed Cell Death, Abstr. No. 10, (1995)]. 

Mutations in the mouse Fas/ Apo-1 receptor or ligand genes (called Ipr and gld, respectively) have been 
5 associated with some autoimmune disorders, indicating that Apo-1 ligand may play a role in regulating the clonal 
deletion of self-reactive lymphocytes in the periphery [Krammer et al. , Curr. Op. Immunol.. 6:279-289 (1994); 
Nagata et aL, Science . 267:1449-1456 (1995)]. Apo-1 ligand is also reported to induce post-stimulation 
apoptosis in CIM-positive T lymphocytes and in B lymphocytes, and may be involved in the elimination of 
activated lymphocytes when their function is no longer needed [Krammer et al., supra : Nagata et al., supra] . 
10 Agonist mouse monoclonal antibodies specifically binding to the Apo-1 receptor have been reported to exhibit 
cell killing activity that is comparable to or similar to that of TNF-a [Yonehara et ah, J. Exp. Med.. 169:1747- 
1756 (1989)]. 

Induction of various cellular responses mediated by such TNF family cytokines is believed to be initiated 
by their binding to specific cell receptors. Two distinct TNF receptors of approximately 55-kDa (TNFR1) and 

15 75-kDa(TNFR2)have l^nidendfied[HohmaBetal., J. Biol. Chem.. 264 :14927-14934 (1989): Brockhaus et 
al., Proc. Natl. Acad. Sci. . 87:3127-3131 M 990V EP 417,563, published March 20, 1991] and human and 
mouse cDNAs corresponding to both receptor types have been isolated and characterized [Loetscher et al. , Cell . 
61:351 (1990); Schall et al.. Cell, 61:361 (1990); Smith et aL, Science . 248:1019-1023 (1990); Lewis et al., 
Proc. Natl. Acad. Sci. . 88:2830-2834 (1991); Goodwin et al., Mol. Cell. Biol.. 11:3020-3026 (1991)]. 

20 Extensive polymorphisms have been associated with both TNF receptor genes [see, e.g., Takao et al., 
Immunopenetics. 37:199-203(1993)]. Both TNFRs share the typical structure of cell surface receptors including 
extracellular, transmembrane and intracellular regions. The extracellular portions of both receptors are found 
naturally also as soluble TNF-binding proteins [Nophar, Y. et al., EMBOJ.. 9:3269 (1990); and Kohno, T. et 
Proc. Natl. Acad. Sci. U.S.A.. 87*8331 (1990)]. More recently, the cloning of recombinant soluble TNF 

25 receptors was reported by Hale et al. [ J. Cell. Biochem. Supplement 15F. 1991 , p. 113 (P424)]. 

The extracellular portion of type 1 and type 2 TNFRs (TNFR1 and TNFR2) contains a repetitive amino 
acid sequence pattern of four cysteine-rich domains (CRDs) designated 1 through 4, starting from the NH r 
terminus. Each CRD is about 40 amino acids long and contains 4 to 6 cysteine residues at positions which are 
well conserved [Schall et al., supra; Loetscher et al., supra; Smith et al., supra: Nophar et al., supra : Kohno 

30 et al., supral . In TNFR1 , the approximate boundaries of the four CRDs are as follows: CRD1- arnino acids 14 
to about 53; CRD2- arnino acids from about 54 to about 97; CRD3- amino acids from about 98 to about 138; 
CRD4- amino acids from about 139 to about 167. In TNFR2, CRD1 includes amino acids 17 to about 54; 
CRD2- amino acids from about 55 to about 97; CRD3- amino acids from about 98 to about 140; and CRD4- 
amino acids from about 141 to about 179* [Banner et al., Ceil, 73:431-435 (1993)]. The potential role of the 

35 CRDs in ligand binding is also described by Banner et al.. supra. 

A similar repetitive pattern of CRDs exists in several other cell-surface proteins, including the p75 nerve 
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growth factor receptor (NGFR) fJohnson et al., CeH, 47:545 (1986); Radeke et al., Nature. 325:593 (1987)], 
the B cell antigen CD40 [Stamenkovic et al., EMBOJ.. 8: 1403 (1989)], the T cell antigen OX40 [Mallet et al., 
EMBOJ., 9: 1063 (1990)] and the Fas antigen [Yonehara et al,, supra and Itoh et al., Cell, 66:233-243 (1991)]. 
CRDs are also found in the soluble TNFR (sTNFR)-like T2 proteins of the Shope and myxoma poxviruses 
[Upton et al., Virology. 160:20-29 (1987); Smith et al.. Biochem. Biophvs. Res. Commun.. 176:335 (1991); 
Upton et al., Virolopv. 184:370 (1991)]. Optimal alignment of these sequences indicates that the positions of 
the cysteine residues are well conserved. These receptors are sometimes collectively referred to as members 
of the TNF/NGF receptor superfamily. Recent studies on p75NGFR showed that the deletion of CRD1 
[Welcher, A.A. et al., Proc. Natl. Acad. Sci. USA. 88:159-163 (1991)] or a 5-amino acid insertion in this 
domain [Yan, H. and Chao, M.V., J. Biol. Chem.. 266:12099-12104 (1991)] had little or no effect on NGF 
binding [Yan, H. and Chao, M. V. , supra] . p75 NGFR contains a proline-rich stretch of about 60 amino acids, 
between its CRD4 and transmembrane region, which is not involved in NGF binding [Peetre, C. et al., Eur. J. 
HematoL, 4j:414-419 (1988); Seckinger, P. etaL, J. Biol. Chem.. 264:11966-1 1973 (1989); Yan, H. and Chao, 
M.V.. supra], A similar proline-rich region is found in TNFR2 but not in TNFR L 

The TNF family ligands identified to date, with the exception of lymphotoxin-a, are type II 
transmembrane proteins, whose C-terrninus is extracellular. In contrast, most receptors in the TNF receptor 
(TNFR) family identified to date are type I transmembrane proteins. In both the TNF ligand and receptor 
families, however, homology identified between family members has been found mainly in the extracellular 
domain ("ECD"). Several of the TNF family cytokines, including TNF-cc, Apo-1 ligand and CD40 ligand, are 
cleaved proteolytically at the cell surface; the resulting protein in each case typically forms a homotrimeric 
molecule that functions as a soluble cytokine. TNF receptor family proteins are also usually cleaved 
proteolytically to release soluble receptor ECDs that can function as inhibitors of the cognate cytokines. 

Recently, other members of the TNFR family have been identified. Such newly identified members of 
the TNFR family include CAR1, HVEM and osteoprotegerin (OPG) [Brojatsch et al., Cell, 87:845-855 (1996); 
Montgomery etal., Cell, 87:427-436(1996); Marstersetal*., J. Biol. Chem.. 272:14029-14032(1997); Simonet 
et al., CeH> 89:309-319 (1997)]. Unlike other known TNFR-like molecules, Simonet et al., supra, report that 
OPG contains no hydrophobic transmembrane-spanning sequence. 

Moreover, a new member of the TNF/NGF receptor family has been identified in mouse, a receptor 
referred to as "GITR* for "glucocorticoid-induced tumor necrosis factor receptor family-related gene n 
[Nocentini et al., Proc. Natl. A cad. Sci. USA 94:6216-6221 (1997)]. The mouse GfTR receptor is a 228 amino 
acid type I transmembrane protein that is expressed in normal mouse T lymphocytes from thymus, spleen and 
lymph nodes. Expression of the mouse GFTR receptor was induced in T lymphocytes upon activation with anti- 
CD3 antibodies, Con A or phorbol I2-myristate 13-acetate. It was speculated by the authors that the mouse 
GITR receptor was involved in the regulation of T cell receptor-mediated cell death. 

In Marsters et al., Curr. Biol., 6:750 (1996), investigators describe a full length native sequence human 
polypeptide, called Apo-3, which exhibits simUarity to the TNFR family in its extracellular cysteine-rich repeats 
and resembles TNFR1 and CD95 in that it contains a cytoplasmic death domain sequence [see also Marsters et 
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al., Curr. Biol. . 6:1669 (1996)]. Apo-3 has also been referred lo by other investigators as DR3, wsl-1 and 
TRAMP [Chinnaiyan et al. t Science . 274:990 (1996); Kitson et al., Nature. 384:372 (1996); Bodmer et al.. 
Immunity. 6:79 (1997)1. 

Pan et al. have disclosed another TNF receptor family member referred to as "DR4" [Pan et al., 
Science . 276:111-113 (1997)]. The DR4 was reported to contain a cytoplasmic death domain capable of 
5 engaging the cell suicide apparatus. Pan et al. disclose that DR4 is believed to be a receptor for the ligand 
known as Apo-2 ligand or TRAIL. 

In Sheridan et al., Science . 277:818-821 (1997) and Pan et al., Science . 277:815-818 (1997), another 
molecule believed to be a receptor for the Apo-2 ligand (TRAIL) is described. That molecule is referred to as 
DR5 (it has also been alternatively referred to as Apo-2). like DR4, DR5 is reported to contain a cytoplasmic 
10 death domain and be capable of signaling apoptosis; , 
In Sheridan et al, supra, a receptor called DcRl (or alternatively, 'Apo-2DcR) is disclosed as being a 
potential decoy receptor for Apo-2 ligand (TRAIL). Sheridan et al. report that DcRl can inhibit Apo-2 ligand 
function in vitro. See also, Pan et al., supra, for disclosure on the decoy receptor referred to as TRID. 
For a review of the TNF family of cytokines and their receptors, see Grass and Dower, supra. 
15 As presently understood, the cell death program contains at least three important elements - activators, 

inhibitors, and effectors; in C. elegans, these elements are encoded respectively by three genes, Ced-4\ Ced-9 
and Ced~3 [Steller, Science. 2£7:1445 (1995); Chinnaiyan et al., Science, 275: 1 122-1126 (1997); Wang et al. t 
Cell, 90:1-20 (1997)1. Two of the TNFR family members, TNFR1 and Fas/Apol (CD95), can activate 
apoptotic cell death [Chinnaiyan and Dixit, Current Biology. 6:555-562 (1996); Fraser and Evan, Cell : 85:781- 
20 784 (1996)]. TNFR1 is also known to mediate activation of the transcription factor, NF-kB [Tartaglia et al., 
CeU, 74:845-853 (1993); Hsu et al., Cell, 84:299-308 (1996)]. In addition to some ECD homology, these two 
receptors share homology in their intracellular domain (ICD) in ah oligomerization interface known as the death 
domain [Tartaglia et al. , supra; Nagata, Cell, 88:355 (1997)]. Death domains are also found in several metazoan 
proteins that regulate apoptosis, namely, the Drosophila protein, Reaper, and the mammalian proteins referred 
25 to as FADD/MORT1 , TRADD, and RIP [Cleaveland and Ihle, CeJL 8L479-482 (1995)]. 

Upon ligand binding and receptor clustering, TNFR1 and CD95 are believed to recruit FADD into a 
death-inducing signalling complex. CD95 purportedly binds FADD directly, while TNFR1 binds FADD 
indirectly via TRADD [Chinnaiyan et al., Cell, 81:505-512(1995); BoldinetaL. J. Biol. Chem.. 270:387-391 
(1995); Hsu et al., supra; ainnaiyan et al. , J. Biol. Chem.. 271:4961-4965 (1996)]. It has been reported that 
30 FADD serves as an adaptor protein which recruits the Orrf-J-related protease, MACHa/FLICE (caspase 8), into 
the death signalling complex [Boldin et al.. Cell, 85:803-815 (1996); Muzio et al., Cell, 85:817-827 (1996)]. 
MACHa/FLICE appears to be the trigger that sets off a cascade of apoptotic proteases, including the interleukin- 
1P convening enzyme (ICE) and CPP32/Yama, which may execute some critical aspects of the cell death 
programme [Fraser and Evan, supra] . 
35 11 was recently disclosed that programmed cell death involves the activity of members of a family of 

cysteine proteases related to the C elegans cell death gene, ced-3, and to the mammalian 1L-1 -converting 
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enzyme, ICE. The activity of the ICE and CPP32/Yama proteases can be inhibited by the product of the cowpox 
virus gene, crmA [Ray el ah, CeH, 69:597-604 (1992); Tewari et al., Cell . 81*- 80 1-809 (1995)]. Recent studies 
. show that CrmA can inhibit TNFR1- and CD95-induced cell death [Enari et al., Nature . J75:78-81 (1995); 
Tewari et al., J. Biol. Chem.. 270:3255-3260 (1995)]. 

As reviewed recently by Tewari et al., TNFR1, TNFR2 and CD40 modulate the expression of 

5 proinflammatory and costimulatory cytokines, cytokine receptors , and cell adhesion molecules through activation 
of the transcription factor, NF^kB [Tewari et al., Curr. Op. Genet. Develop.. 6:39-44 (1996)]. NF-kB is the 
prototype of a family of dimeric transcription factors whose subunits contain conserved Rel regions [Verma et 
al., Genes Develop.. 9:2723-2735 (1996); Baldwin, Ann. Rev. Immunol.. 14:649-681 (1996)]. In its latent 
form, NF-kB is compiexed with members of the IkB inhibitor family; upon inactivation of the IkB in response 

10 to certain stimuli, released NF-kB translocates to the nucleus where it binds to specific DNA sequences and 
activates gene transcription. 

10. PRQ382 

Proteases are enzymatic proteins which are involved in a large; number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
15 of different mammalian and non-mammalian organisms have been both identified and characterized, including 
the serine proteases which exhibit specific activity toward various serine-containing proteins. The mammalian 
protease enzymes play important roles in biological processes such as, for example, protein digestion, activation, 
inactivation, or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 
enzymes. 

20 In light of the important physiological roles played by protease enzymes, efforts are currently being 

undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
membrane-bound receptor proteins. Examples of screening methods and techniques are described in the 
literature [see, for example, Klein et al., Proc. Natl. Acad. ScL. 93:7108-7113 (1996); U.S. Patent No. 

25 5,536,637)]. We herein describe the identification of novel polypeptides having homology to serine protease 
enzymes, designated herein as PR0382 polypeptides. 

11. PRQ545 

The ADAM (A Disintegrin And Metalloprotease) family of proteins of which meltrin is a member may 
30 have an important role in cell interactions and in modulating cellular responses, [see, for example, Gilpin et aL , 
J. Biol. Chem.. 273(1) : 157-166 (1998)]. The ADAM proteins have been implicated in carcinogenesis. Meltrin- 
a (ADAM 12) is a myoblast gene product reported to be required for cell fusion. [Harris et al., J. Cell. 
Bio^enu, 67Qi: 136-142 (1997), Yagami-Hiromasaetal., Nature, 377:652-656(1995)]. The meltrins contain 
disintegrin and metalloprotease domains and are implicated in cell adhesive events involved in development, 
35 through the integrin-binding disintegrin domain, but also have an anti-adhesive function through a zinc-dependent 
metalloprotease domain. [Alfandarietal., Devel.Biol . . 1 82(2) :3 14 -330 (1997)1. Given the medical importance 
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of cell fusion and modulation of cellular responses in carcinogenesis and other disease mechanisms, efforts are 
currently being under taken to identify new, native proteins which are involved in cell fusion and modulation 
of cellular responses. We describe herein the identification of a novel polypeptide which has homology to 
meluin, designated herein as PR0545. 

5 12. PRQ617 

CD24 is a protein that is associated with the cell surface of a variety of different cells of the mammalian 
immune system, including for example, neutrophils, monocytes and some lymphocytes, for example, B 
lymphocytes. CD24 has been shown to be a ligand for the platelet-associated surface glycoprotein P-selectin 
(also known as granule membrane protein-140 or GMP-140), a glycoprotein that is constitutively synthesized 

10 in both platelets and endothelial cells and becomes exposed on the surface of platelets when those cells become 
activated. In this way, P-selectin mediates the calcium-dependent adhesion of activated platelets and endothelial 
cells to the various cells of the immune system that express one or more ligands for the P-selectin molecule, 
particularly CD24. This mechanism allows for recruitment of immune system cells to locations where they are 
most needed, for example, sites of injury. Thus, there is substantial interest in identifying novel polypeptides 

15 that exhibit homology to the cell surface antigens of the immune system cells. We herein describe the 
identification and characterization of a novel polypeptide having homology to the CD24 protein, wherein that 
novel polypeptide is herein designated PR06I7. 

13. PRO700 

20 Protein-disulfide isomerase (PDI) is a catalyst of disulfide formation and isomerization during protein 

folding. It has two catalytic sites housed in two domains homologous to thioredoxin; one near the N terminus 
and the other near the C terminus. [See for example, Gilbert HF, J.Biol.Chem.. 47:29399-29402 (1997), 
MayfieldKJ, Sdence, 278:1954-1957 (1997) and Puiget aL, J.Biol. Chem.. 52:32988-32994 (1997)]. PDI is 
useful for formation of natural type disulfide bonds in a protein which is produced in aprokaryotic cell. (See 

25 also, U.S. Patent Nos. 5,700,659 and 5,700,678): 

Thus, PDI and molecules related thereto are of interest, particularly for ability to catalyze the formation 
of disulfide bonds. Moreover, these molecules are generally of interest in the study of redox reactions and 
related processes. PDI and related molecules are further described in Darby, et al., Biochemistry 3 4. 11725 
1 1735(1995). We herein describe the identification and characterization of novel polypeptides having homology 

30 to protein disulfide isomerase, designated herein as PRO700 polypeptides. 

14. PRO702 

. Co^utinin is a bovine serum protein that was originally described as a vertebrate lectin protein and 
which belongs to the family of C-type lectins that have four characteristic domains, (I) an N-terminal cysteine- . 
35 rich domain, (2) a collagen-like domain, (3) a neck domain and (4) a carbohydrate recognition domain.(CRD): 
Recent reports have demonstrated that bovine conglutinin can inhibit hemagglutination by influenza A viruses 
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as a result of their lectin properties (Eda et ah, Biocbem. J. 316:43-48 (19%)). It has also been suggested that 
lectins such as conglutinin can function as immunoglobulin- independent defense molecules due to complement- 
mediated mechanisms. Thus, conglutinin has been shown to be useful for purifying immune complexes in vitro 
and for removing circulating immune complexes from patients plasma in vivo (Lim et al., Biochem. Biophvs. 
Res. Commun. 218:260-266 (1996)). We herein describe the identification and characterization of a novel 
5 polypeptide having homology to the conglutinin protein, designated herein as PRO702. 

15. PRO703 

Very-long-chain acyl-CoA synthetase (" VLCAS") is a long-chain fatty acid transport protein which is 
active in the cellular transport of long and very long chain fatty acids, [see for example, Uchida et al., J 
10 Biochem (Tokyo) 119(3):565-571 (1996) and Uchiyamaetal. , J Biol Chem 27 1 (48) :3036Q-30365 ( 1 996) . Given 
the biological importance of fatty acid transport mechanisms, efforts are currently being under taken to identify 
new, native proteins which are involved in fatty acid transport. We describe herein the identification of a novel 
polypeptide which has homology to VLCAS, designated herein as PRO703. 

15 16. PRO705 

The glypicans are a family of glycosylphosphatidylinositol (GPl)-anchored proteoglycans mat, by virtue 
of their cell surface localization and possession of heparin sulfate chains, may regulate the responses of cells to 
numerous heparin-binding growth factors, cell adhesion molecules and extracellular matrix components. 
Mutations in one glypican protein cause of syndrome of human birth defects, suggesting that the glypicans may 

20 play an important role in development (Litwack et al., Dev. Dvn. 211:72-87 (1998)). Also, since the glypicans 
may interact with the various extracellular matrices, they may also play important roles in wound healing 
(McGrath et al., Pathol. 183:251-252 (1997)). Furthermore, since glypicans are expressed in neurons and 
glioma cells, they may also play an important role in the regulation of cell division and survival of cells of the 
nervous system (Liang et al., J. Cell. Biol. 139:851-864 (1997)). It is evident, therefore, that the glypicans are 

25 an extremely important family of proteoglycans. There is, therefore, substantial interest in identifying novel 
polypeptides having homology to members of the glypican family. We herein describe the identification and 
characterization of a novel polypeptide having homology to K-glypican, designated herein as PRO705. 

17. PRO708 

30 Aryl sulfatases are enzymes that exist in a number of different isoforms, including aryl sulfatase A 

(ASA), aryl sulfatase B (ASB) and aryl sulfatase C (ASC) t and that function to hydrolyze a variety of different 
aromatic sulfates. Aryl sulfatases have been isolated from a variety of different animal tissues and microbial 
sources and their structures and rations have been extensively sm J, Biochem. 

55:643-651 (1964)). ASA deficiency has been reported to be associated with metachromatic leukodystrophy 

35 (MLD) (Giles et al., Prenat. Piaen. 7(4):245-252 (1987) and Herska et al., Am. J. Med. Genet. 26<3):629-635 
(1987)). Additionally, other groups have reported that aryl sulfatases have been found in high levels in natural 
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killer cells of the immune system and have hypothesized a possible role for these enzymes in NK cell-mediated 
cellular lysis (see, e.g., Zucker-Franklin et al., Proc. Natl. Acad. Sci. USA 80(22): 6977-6981 (1983)). Given 
the obvious physiological importance of the aryl sulfatase enzymes, there is a substantial interest in identifying 
novel aryl sulfatase homolog polypeptides. We herein describe the identification and characterization of novel 
polypeptides having homology to the aryl sulfatases, wherein these novel polypeptides are herein designated 
5 PRO708 polypeptides. 

18. PRO320 

Fibulin-1 is a cysteine-ricb, calcium-binding extracellular matrix (ECM) component of basement 
membranes and connective tissue elastic fibers and plasma protein, which has four isoforms, A-D, derived from 

10 alternative splicing. Fibulin- 1 is a modular glycoprotein with amino-terminat anaphlatoxin-likemodules followed 
by nine epidermal growth factor (EGF)-like modules and, depending on alternative splicing, four possible 
carboxyl termini. Fibulin- 2 is a novel extracellular matrix protein frequently found in close association with 
microfibrils containing either fibronectin or fibrillin. There are multiple forms of fibulin- 1 that differ in their 
C-terminal regions that are produced through the process of alternative splicing of their precursor RNA. [see 

15 for example Tran et al., Matrix Biol 15(7):479-493 (1997).] 

Northern and Western blotting analysis of 16 cell lines established from tumors formed in athymic mice 
and malignant cell lines derived from patients indicate that low expression of fibulin- ID plays a role in tumor 
formation and invasion. [Qing et al.. Oncogene. 18:2159-2168 (1997)]. Ovarian-cancer cells are characterized 
by their ability to invade freely the peritoneal cavity. It has been demonstrated that estradiol stimulates the 

20 proliferation of estrogen-receptor (ER)-positive ovarian-cancer cells , as well as expression of fibulin- 1 . Studies 
on the effect of fibulin- 1 on motility of the MDA-MB231 breast-cancer cell line, indicated inhibition of 
haptotactic migration of MDA-MB231 cells, and the authors concluded that fibulin- 1 can inhibit cancer cell 
motility in vitro and therefore has the potential to inhibit tumor invasion. [Hayashido et al., Int J Cancer , 
75(4):654-658 (1998)] 

25 Thus, fibulin, and molecules related thereto are of interest, particularly for the use of preventing cancer. 

Moreover, these molecules are generally of interest in the study of connective tissue and attachment molecules 

and related mechanisms. Fibulin and related molecules are further described in Adams, et al., j. Mol. Biol .. 

272(2):226-36 (1997); Kielty and Shuttleworth, Microsc. Res. Tech. . 38(4) :4 13-27 (1997): and Child. J. Card. 

Sure. . 12(2Supp.): 131-5 (1997). 
30 We herein describe the identification and characterization of novel polypeptides having homology to 

fibulin, designated herein as PRO320 polypeptides. 

19/ PRQ324 

Oxidoreductases are enzymes that catalyze a reaction in which two molecules of a compound interact 
35 so that one molecule is oxidized and the other is reduced, with a molecule of water entering the reaction. There 
are many different types of oxidoreductase enzymes that play very important physiological roles in the 
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mammalian organism. Some of the most important oxidoreductases include, for example, lyases, lactases, 
cholesterol oxidases, and the like. These enzymes play roles in such essential processes as digestion, signal 
transduction, maintenance of ionic homeostasis, and the like. As such, given that oxidoreductase enzymes find 
various essential uses in the mammalian organism, there is a substantial interest in identifying novel 
oxidoreductase enzyme homologs. We herein describe the identification and characterization of a novel 
5 polypeptide having homology to oxidoreductases, designated herein as PR0324. 

20. PRQ351 

Prostasin is a novel human serine proteinase purified from human seminal fluid. Immunohistochemical 
localization reveals that prostasin is present in epithelial cells and ducts of the prostate gland. The cDNA for 

10 prostasin has been cloned and characterized. Southern blot analysis, following a reverse transcription 
polymerase chain reaction, indicates that prostasin mRNA is expressed in prostate, liver, salivary gland, kidney, 
lung, pancreas, colon, bronchus, renal proximal tubular cells, and prostate carcinoma LNCaP cells. Cellular 
localization of prostasin mRNA was identified within epithelial cells of the human prostate gland by in situ 
hybridization histochemistry. [See for example, Yu et al. f J Biol Chem . (1994) 269(29): 18843-18848, and Yu 

15 et aL, J Biol Chem . (1994) 270(22): 13483- 13489]. 

Thus, prostasin, and molecules related thereto are of interest, particularly for the study, diagnosis and 
treatment of medical conditions involving the prostate. Prostasin and related molecules are further described in 
Yu et ah, Genomics (1996) 32(3): 334-340. We herein describe the identification and characterization of novel 
polypeptides having homology to prostasin, designated herein as PR0351 polypeptides. 

20 

21. PRQ352 

Buryrophilin is a milk glycoprotein that constitutes more than 40% of the total protein associated with 
the fat globule membrane in mammalian milk. Expression of butyrophilin mRNA has been shown to correlate 
with the onset of milk fat production toward the end pregnancy and is maintained throughout lactation. 

25 Butyrophilin has been identified in bovine, murine and human (see Taylor et aL, Biochim. Biophvs. Acta 
1306:1-4 (1996), Ishii et aL, Biochim. Biophvs. Acta 1245:285-292 (1995), Mather et aL, J. Dairy Sci 
76:3832-3850 (1993) and Bangjiait et aL, J. Biol. Chem. 273:4171-4179 (1998)) and is a type I transmembrane 
protein that is incorporated into the fat globulin membrane. It has been suggested that butyrophilin may play 
a role as the principle scaffold for the assembly of a complex with xanthine dehydrogenase/oxidase and other 

30 proteins that function in the. budding and release of milk-fat globules from the apical surface during lactation 
(Banehart et aL. supra) . 

Given that butyrophilin plays an obviously important role in mammalian milk production, there is 
substantial interest in identifying novel buryrophilin homologs. We herein describe the identification and 
characterization of a novel polypeptide having homology to butyrophilin, designated herein as PR0352. 

35 
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22. PRQ381 » 

The immunophilins are a family of proteins that function as receptors for immunosuppressant drugs, 
such as cyclosporin A, FK506, and rapamycin. The immunophilins occur in two separate classes , (1) the 
FK506-binding proteins (FKBPs), which bind to FK506 and rapamycin, and (2) the cyclophilins, which bind 
to cyclosporin A. With regard to the FK5G6-binding proteins, it has been reported that the FK506/FKBP 
5 complex functions to inhibit the activity of the serine/threonine protein phosphatase 2B (calcineurin), thereby 
providing immunosuppressant activity (Gold, Mol. Neurobiol. 15:285-306 (1997)). It has also been reported 
that the FKBP immunophilins are found in the mammalian nervous system and may be involved in axonal 
regeneration in the central nervous system through a mechanism that is independent of the process by which 
immunosuppression is achieved (Gold, supra). Thus, there is substantial interest in identifying novel 
10 polypeptides having homology to the FKBP immunophilins. We herein describe the identification and 
characterization of a novel polypeptide having homology to an FKBP immunophilin protein, designated herein 
asPR038I. 

23. PRQ386 

15 Mammalian cell membranes perform very important functions relating to the structural integrity and 

activity of various cells and tissues. Of particular interest in membrane physiology is the study of 
transmembrane ion channels which act to directly control a variety of physiological , pharmacological and cellular 
processes. Numerous ion channels have been identified including calcium (Ca), sodium (Na) and potassium (K) 
channels, each of which have been analyzed in detail to determine their roles in physiological processes in 

20 vertebrate and insect cells. 

One type of cell membrane-associated ion channel, the sodium channel, plays an extremely important 
role in a celTs ability to maintain ionic homeostasis as well as transmit intracellular and extracellular signals. 
Voltage-gated sodium channels in brain neurons have been shown to be complexes of a pore-forming alpha unit 
with smaller beta-1 and beta-2 subunits (Isom et al. r Cell 83:433-442 (1995)). Given the obvious importance 

25 of sodium channels in cellular homeostasis and other important physiological functions, there is a significant 
interest in identifying novel polypeptides having homology to sodium channel subunits. We herein describe the 
identification and characterization of a novel polypeptide having homology to the beta-2 subunit of the rat sodium 
channel, designated herein as PR0386. 

30 24. PRO540 

Ledthin-chpleste^)hcylt^ansfe^ase( tt LCAT , '), also known as phosphatidylcholine-sterol acyltransferase 
is a key enzyme in the intravascular metabolism of high density lipoproteins, specifically in the process of 
cholesterol metabolism, [see, forexample< Brousseauet al., J. Lipid Res.. 38(12):2537-2547(1997), Hilletal., 
Biochem. J.. 294:879-884 (1993), and Drayna et al., Nature 327 (6 123): 632-634 (1987)]. Given the medical 
35 importance of lipid metabolism, efforts are currently being under taken to identify new, native proteins which 
are involved in lipid transport. We describe herein the identification of a novel polypeptide which has homology 
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to LCAT, designated herein as PROMO. 

25. PRQ615 

Synaptogyrin is a synaptic vesicle protein that is uniformly distributed in the nervous system. The 
cDNA encoding synaptogyrin has been cloned and sequenced and the sequence predicts a protein with a 

5 molecular mass of 25,900 D with four membrane-spanning domains. Synaptogyrin has been implicated in 
membrane traffic to and from the plasma membrane. Stenius et al. , J. Cell, Biol. 131(6-2): 1801-1809 (1995). 
In addition, a novel isoform of synaptogyrin called celmgyrin exhibits sequence identity with synaptogyrin. In 
rat tissues, cellugyrin and synaptogyrins are expressed in mirror image patterns. Cellugyrin is ubiquitously 
present in all tissues tested with the lowest levels in brain tissue, whereas synaptogyrin protein is only detectable 

10 in brain. In rat tissues, cellugyrin and synaptogyrins are expressed in mirror image patterns. The synaptic 
vesicle protein synaptogyrin may be a specialized version of a ubiquitous protein, cellugyrin, with the two 
proteins sharing structural similarity but differing- in localization. This finding supports the emerging concept 
\ of synaptic vesicles as the simplified and specialized form of a generic trafficking organelle. [Janz et al . , J. Biol. 
Chem . 273(5) :285 1 -2857 ( 1 998)] . The sequence for cellugyrin derived from the Norway rat, Rattus norvegicus 

15 has been deposited in the Genbank database on 23 December 1997, designated accession number AF039085. 
See also, Janz et al. , J. Biol. Chem . 273 (1998), in press. 

Given the medical importance of synaptic transmission, efforts are currently being under taken to 
identify new, native proteins that may be part of a simplified and specialized generic trafficking organelle in the 
form of synaptic vesicles. We describe herein the identification of a novel polypeptide which has homology to 

20 synaptogyrin, designated herein as PR0615. 

26. PRQ618 

Enteropeptidase is a key enzyme in the intestinal digestion cascade specifically cleaves the acidic 
propeptide from trypsinogen to yield active trypsin. This cleavage initiates a cascade of proteolytic reactions 
25 leading to the activation of many pancreatic zymogens. 

See, for example, Matsushima et al., J. Biol. Chem. 269(31): 19976-19982 (1994), Kitamoto et al., Proc. Nat. 
Acad. Sci.. . 91(16) :7588-7592 (1994) . Enterokinase (enteropeptidase) is a related to mammalian serine proteases 
involved in digestion, coagulation, and fibrinolysis. LaVallie et al;, J Biol Chem.. 268(31):233 1 1-23317 (1993)^ 
Given the medical importance of digestive processes, efforts are currently being under taken to identify 
30 new, native proteins that may be involved in digestion, coagulation, and fibrinolysis. We describe herein the 
identification of a novel polypeptide which has homology to enteropeptidase - t designated herein as PR0618. 

27. PRQ719 

Lipoprotein lipase is a key enzyme that mediates the hydrolysis of triglycerides and phospholipids 
35 present in circulating plasma lipoproteins (Dugi et al., J. Biol. Chem. . 270:25396-25401 (1995)). Moreover, 
. lipoprotein lipase has been shown to mediate the uptake of lipoproteins into cells, wherein cellular uptake of 
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lipoproteins is initiated by binding of lipoprotein lipase to cell surface proteoglycans and to the low density 
lipoprotein (LDL) receptor-related protein (Krapp et ah, J. Lipid Res. 36:2362-2373 (1995)). Thus, it is clear 
that lipoprotein lipase plays an extremely important role in lipoprotein and cholesterol metabolism. There is, 
therefore, substantial interest in identifying novel polypeptides that share sequence homology and/or biological 
activity with lipoprotein lipase. We herein describe the identification and characterization of a novel polypeptide 
5 having sequence homology to lipoprotein lipase H, designated heein as PR0719. 

28. PRQ724 

The low density lipoprotein (LDL) receptor is a membrane-bound protein that plays a key role in 
cholesterol homeostasis, mediating cellular uptake of lipoprotein particles by high affinity binding to its ligands, 

10 apolipoprotein (apo) B-100 and apoE. The ligand-binding domain of the LDL receptor contains 7 cysteine- rich 
repeats of approximately 40 amino acids, wherein each repeat contains 6 cysteines, which form 3 intra-repeat 
disulfide bonds. These unique structural features provide the LDL receptor with its ability to specifically interact 
with apo B-100 and apoE, thereby allowing for transport of these lipoprotein particles across cellular membranes 
and metabolism of their components . Soluble fragments containing the extracellular domain of the LDL receptor 

15 have been shown to retain the ability to interact with its specific lipoprotein ligands (Simmons et al., J. Biol. 
Chem. 272:25531-25536 (1997)); Thus, it is clear that the LDL receptor is intimately involved in important 
physiological activities related to cholesterol metabolism. As such, there is substantial interest in identifying 
novel LDL receptor homolog proteins. We herein describe the identification and characterization of a novel . 
polypeptide having homology to the human LDL receptor protein, designated herein as PROT24.. 

20 

29. PRQ772 

Expression of the human gene A4 is enriched in the colonic epithelium and is transcriptionally activated 
on differentiation of colonic epithelial cells in vitro (Oliva et al . f Arch; Biochem . Biophvs . 302 : 1 83- 1 92 ( 1 993) 
and Oliva et al., Am. J. Physiol. 272:C957-C965 (1997)). A4 cDNA contains an open reading frame that 

25 predicts a polypeptide of approximately 17 kilodaltons in size. Hydropathy analysis of the A4 protein revealed 
four putative membrane-spanning alpha-helices. Immunocytochemical studies of cells expressing A4 protein 
indicated that expression is localized to the endoplasmic reticulum. The four membrane-spanning domains and 
the biophysical characteristics of the A4 protein suggest that it belongs to a family of integral membrane proteins 
called proteolipids, some of which multimerize to form ion channels. In fact , preliminary evidence has suggested 

30 that A4 may itself multimerize and take on the properties of an ion channel (Oliva et al., Am. J. Physiol. 
272:C957-C965 (1997)). Given the importance of ion channels in maintaining cellular homeostasis, there is a 
significant interest in identifying novel polypeptides having homology to known and putative ion channels. We 
herein describe the identification and characterization of a novel polypeptide having homology to the putative 
ion channel protein, A4, designated herein as PR0772. 

35 
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30. PRQ852 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized. The 
mammalian protease enzymes play important roles in many different biological processes including, for example, 
5 protein digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the 
physical properties of proteins and enzymes. 

In light of the important physiological roles played by protease enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
10 secreted and membrane-bound receptor proteins. Examples of screening methods and techniques are described 
in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci.. £1:7108-7113 (1996); U.S. Patent No. 
5,536,637)]. We herein describe the identification of novel polypeptides having homology to various protease 
enzymes, designated herein as PR0852 polypeptides. 

15 31. PRQ853 

Studies have reported that the redox state of the cell is an important determinant of the fate of the cell. 
Furthermore, reactive oxygen species have been reported to be cytotoxic, causing inflammatory disease, 
including tissue necrosis, organ failure, atherosclerosis, infertility, birth defects, premature aging, mutations and 
malignancy. Thus, the control of oxidation and reduction is important for a number of reasons, including; the 

20 control and prevention of strokes, heart attacks, oxidative stress, hypertension and may be associated with the 
development of malignancies. The levels of antioxidant enzymes, such as reductases, which catalyze the 
conversion of reactive oxygen species to water have been shown to be low in cancer cells. In particular, 
malignant prostate epithelium may have lowered expression of such antioxidant enzymes [Baker et . , Prostate 
32(4):229-233 (1997)). In this regard, reductases, are of interest. In addition, the transcription factors, 

25 NF-kappa B and AP-1, are known to be regulated by redox state and to affect the expression of a large variety 
of genes thought to be involved in the pathogenesis of AIDS, cancer, atherosclerosis and diabetic complications. 
Publications further describing this subject matter include Erigman et al.. Anticancer Res. (Greece). 17:4599^ 
4605 (1997), Kelsey, et al., Br. J. Cancer . 76(7):852-4 (1997); Friedrich and Weiss. J Theor. Biol.. 
187(4);529-40 (1997) and Pieulle, et al., J. Bacteriol. . 179(18):5684-92 (1997). Given the physiological 

30 importance of redox reactions in v/vo, efforts are currently being under taken to identify new, native proteins 
which are involved in redox reactions. We describe herein the identification of a novel prostate specific 
polypeptide which has sequence similarity to reductase, designated herein as PR0853. . 

32. PRO860 

35 Neurofascin is a member of the LI subgroup of the cellular adhesion molecule ("CAM") family of 

nervous system adhesion molecules and is involved in cellular aggregation. Cell-cell recognition and patterning 
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of cell contacts have a critical role in mediating reversible assembly of a wide variety or transcellular complexes 
in the nervous system. Cell interactions may be regulated through modulation of ankyrin binding to neurofascin. 
See, for example, Tuvia et al., Proc. Nat Acad. Sci. . 94(24) 12957-12962 (1997). Neurofascin has been 
described as a member of the LI subgroup of the immunoglobulin superfamily implicated in neurite extension 
during embryonic development for which numerous isoforms have been detected at various stages of 
5 development. See also Hassel et ah, J. Biol. Chem.. 272(45) 28742-28749 (1997), Grumet., Cell. Tissue Res. 
290(2) 423-428 (1997), Garver et al., L Cell. Biol. . 137:703-714 (1997), and Lambert et aL, J. Neurosci.. 
17:7025-7-36(1997),. 

Given the physiological importance of cellular adhesion molecules and development of the nervous 
system in vivo, efforts are currently being under taken to identify new, native proteins which are involved in 
10 regulation of cellular interactions in the nervous system. We describe herein the identification and 
characterization of a novel polypeptide which has sequence similarity to neurofascin, designated herein as 
PRO860. 

33. PRQ846 

15 The CMRF35 monoclonal antibody was used to identify a cell membrane antigen, designated CMRF35 , 

which is present on the surface of monocytes, neutrophils, a proportion of peripheral blood T and B lymphocytes 
and lymphocytic cell lines. The CMRF35 cDNA encodes a novel integral membrane glycoprotein member of 
the immunoglobulin (Ig) gene superfamily. The molecule comprises (a) a single extracellular Ig variable domain 
remarkably similar to the Fc receptor for polymeric IgA and IgM, (b) a membrane-proximal domain containing 

20 a high proportion of proline, serine and threonine residues thai was predicted to be heavily O-glycosylated, (c) 
an unusual transmembrane anchor that contained a glutamic acid and a proline residue and (d) a short 
cytoplasmic tail. Transcripts encoding the CMRF35 protein have been detected in early monocytic cell lines, 
in peripheral blood T cells and in some B lymphoblastoid cell lines, confirming the results of immunocytological 
staining. Jackson et al., Eur. J. Immunol. 22(5): 1157-1 163 (1992). CMRJF-35 molecules are differentially 

25 expressed in hematopoietic cells, and the expression of the antigen was shown to be markedly influenced by 
stimulation withmitogens and cytokines. See, for example, Clark etal., Exp. Hematol. 25(8):759 (1997), Daish 
et al., Immunol. 79(l):55-63 (1993), and Clark et al.. Tissue Antigens 4 8:461 (1996). 

Given the physiological importance of the immune system and anUgens associated wim various irnmune 
system cells, efforts are currently being under taken to identify new, native proteins which are expressed on 

30 various ceils of the immune system. We describe herein the identification of a novel polypeptide which has 
sequence similarity to CMRF35, designated herein as PR0846. 

34. PRQ862 

Lysozyme is a protein which is widely distributed in several human tissues and secretions including 
35 milk, tears and saliva. It has been demonstrated to hydrolyze linkages between N-acety lglucosamines. It has been 
demonstrated to be an inhibitor of chemotaxis and of the production of toxic oxygen free radicals and may also 
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have some role in the calcification process. As such, there is substantial interest in identifying novel 
polypeptides having homology to lysozyme. We describe herein the identification of a novel polypeptide which 
has sequence similarity to lysozyme. 

35. PROS64 

5 Wnt-4 is a secreted glycoprotein which correlates with, and is required for, kidney tubulogenesis. Mice 

lacking Wnt-4 activity fail to form pretubular cell aggregates; however, other aspects of mesenchymal and 
ureteric development are unaffected. Thus, Wnt-4 appears to act as an autoinducer of the mesenchyme to 
epithelial transition that underlies nephron development. Stark et al., Nature ;372(6507): 679-683 (1994). In 
addition, members of the Wnt gene family code for cysteine-rich, secreted proteins, which are differentially 

1 0 expressed in the developing brain and possibly act as intercellular signaling molecules . A Wnt gene, e .g. , Wnt- 1 . 
is known to be essential for specification of the midbrain cell fate. Yoshioka et al., Biochem. Biophvs. Res. 
Commun. 203(3): 1581>1588 (1994). Several member of the Wnt family of secreted factors are strongly 
implicated as regulators of mammary cellular growth and differentiation. Shimizu et al.. Cell Growth Differ . 
8(12) 1349-1358. Wnt-4 is normally expressed in early pregnancy. Wnt-4 may therefore be a local signal 

15 driving epithelial branching in pregnancy. Edwards PA, Biochem Soc Svmp. 63:2 1-34 (1998). See also, 
Upschutz JH, Am. J. Kidney Pis . 31(3):383-397, (1998). We describe herein the identification and 
characterizaton of a novel polypeptide which has sequence similarity to Wnt-4, designated herein as PR0864. 

36. PRQ792 

20 At least two cell-derived signals have been shown to be necessary for the induction of immunoglobulin 

isotype switching in B-cells. The first signal is given by either of the soluble lymphokines, interleukin (IL)-4 
or IL-13, which induce germline epsilon transcript expression, but this alone is insufficient to trigger secretion 
of immunoglobulin E (IgE). The second signal is provided by a physical interaction between B-cells and 
activated T-cells, basophils and mast cells, and it has been shown that the CD40/CD40 ligand pairing is crucial 

25 for mediating IgE synthesis. Additionally, amongst the numerous pairs of surface adhesion molecules that are 
involved in IgE synthesis, the CD23/CD21 pair appears to play a key role in the generation of IgE. CD23 is 
a protein that is positively and negatively regulated by factors which increase or decrease IgE production, 
respectively. Antibodies to CD23 have been shown to inhibit IL-4-induced human IgE production in vitro and 
to inhibit antigen-specific IgE responses in a rat model, in an isotype selective manner (Bonnefoy et aL, Eur. 

30 Respir. J. Supp l. 22:63S-66S (1996)). CD23 interacts with CD21 on B-cells, preferentially driving IgE 
production. Given that the CD23 protein plays an extremely important role in the induction of a mammalian IgE 
response, mere is significant interest in identifying novel polypeptides having homology to CD23. We herein 
describe the identification and characterization of a novel polypeptide having homology to CD23, designated 
herein as PR0792. 

35 
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37. PRQ866 

Mindin and spondin proteins are secreted proteins that are structurally related to one another and which 
have been identified in a variety of organisms. For example, Higashijima et al., Dev Biol. 192:21 1-227 (1997) 
have reported the identification of spondin and mindin expression in floor plate cells in the zebrafish embryonic 
axis, thereby suggesting that mindin and spondin prtoteins play important roles in embryonic development. This 

5 same group has reported that mindin and spondin proteins function as extracellular matrix proteins that have a 
high affinity for the basal lamina. (Id.). It has been reported that F-spondin is a secreted protein that promotes 
neural adhesion and neurite extension (Klar et al . , Cell 69:95- 1 10 (1992) and that M-spondin is an extracellular 
matrix protein that localizes to muscle attachment sites in Drosophila (Umemiya et al., Dev. Biol. 186: 165-176 
(1997)). Thus, there is significant inteest in identifying novel polypeptides having homology to the mindin and 

10 spondin proteins. We herein describe the identification and characterization of a novel polypeptide having 
homology to mindin2 and mindin 1, designated herein as PR0866. 

38. PRQ871 

Cyclophilins are a family of proteins that bind to cyclosporin A and possess peptidyl-prolyl cis-trans 
15 isomerase activity (Sherry et al., Proc. Natl. Acad. Sci. USA 95:1758-1763 (1998)). In addition, cyclophilins 
are secreted by activated cells and act in a cytokine-Iike manner, presumably via signaling through a cell surface 
cyclophilin receptor. Host cell-derived cyclophilin A has been shown to be incorporated into HI V-l virions and 
its incorporation has been shown to be essential for viral infectivity. Thus, one or more the cyclophilins may 
be directly associated with HIV-1 infectivity. Given the obvious importance of the cyclophilin proteins, there 
20 is substantial interest in identifying novel polypeptides which have sequence homology to one or more of the 
cyclophilin proteins. We herein describe the identification and characterization of a novel polypeptide having 
homology to cyclophilin-like protein CyP-60, designated herein as PR0871. 

39. PRQ873 

25 Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 

the biosynthesis of macromolecules, the controlled release and utilization of chemical energy , and other processes 
necessary to sustain life. Enzymes have also been shown to play important roles in combating various diseases 
and disorders . For example, liver carboxy [esterases have been reported to assist in sensitizing human tumor cells 
to the cancer prodrugs. Danks et al., report that stable expression of the cDNA encoding a carboxylesterase in 

30 . Rh30 human rhabdomyosarcoma cells increased the sensitivity of the cells to the CPT-1 1 cancer prodrug 8.1- 
fold. Cancer Res . (1998) 58(l):20-22. The authors propose that this prodrug/enzyme combination could be 
exploited therapeutically in a manner analogous to approaches currently under investigation with the 
combinations of ganciclovir/herpes simplex virus thymidine kinase and 5-fluorocytosine/cytosine deaminase, 
van Pelt et al. demonstrated that a 55 kD human liver carboxylesterase inhibits the invasion of Plasmodium 

35 falciparum malaria sporozoites into primary human hepatocytes in culture. J Hepatol ( 1997) 27(4):688-698. 

Carboxylesterases have also been found to be of importance in the detoxification of drugs, pesticides 
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and other xenobiotics. Purified human liver carboxylesterases have been shown to be involved in the metabolism 
of various drugs including cocaine and heroin. Prindel et aL describe the purification and cloning of a broad 
substrate specificity human liver carboxylesterase which catalyzes the hydrolysis of cocaine and heroin and which 
may play an important role in the degradation of these drugs in human tissues. J. Biol. Chem. (1997) 
6:272(23): 14769-14775. Brzenzinski et al. describe a specirophotometric competitive inhibition assay used to 
5 identify drug or environmental esters that are metabolized by carboxylesterases. Drug Metab Dispos (1997) 
25(9): 1089-1096. 

In light of the important physiological roles played by carboxylesterases, efforts are being undertaken 
by both industry and academia to identify new, native carboxylesterase homologs. We herein describe the 
10 identification and characterization of a novel polypeptide having homology to carboxylesterase, designated herein 
as PR0873. 

40. PRO940 

CD33 is a cell-surface protein that is a member of the sialoadhesin family of proteins that are capable 
15 of mediating sialic-acid dependent binding with distinct specificities for both the type of sialic acid and its linkage 
to subterminal sugars. CD33 is specifically expressed in early myeloid and some monocyte cell lineages and 
has been shown to be strongly associated with various myeloid tumors including, for example, acute non- 
lymphocytic leukemia (ANLL). As such, CD33 has been suggested as a potential target for the treatment of 
cancers associated with high level expression of the protein. There is, therefore, significant interest in the 
20 identification of novel polypeptides having homology to CD33. In fact, one CD33 homolog (designated CD33L) 
has already been identified and described (see Takei et al., Cvtoeenet. Cell Genet. 78:295-300 (1997)). We 
herein describe the identification of another novel polypeptide having homology to CD33, designated herein as 
PRO940. The novel polypeptide described herein also exhibits significant homology to the human OB binding 
proteins designated HSU71382 1 and HSU71383J in the Dayhoff database (version 35.45 SwissProt 35). 

25 

41. PRQ941 

Cadberins are a large family of transmembrane proteins. Cadherins comprise a family of calcium- 
dependent glycoproteins that function in mediating cell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well as types B, E, EP, M, N, P and R have been identified and 

30 characterized. Among the functions cadherins are known for, with some exceptions, are that cadherins 
participate in cell aggregation and are associated with cell-cell adhesion sites. Recently, it has been reported that 
while all cadherins share multiple repeats of a cadherin specific motif believed to correspond to folding of 
extracellular domains, members of the cadherin superfamily have divergent structures and, possibly, functions. 
In particular it has been reported that members of the cadherin superfamily are involved in signal transduction. 

35 See. Suzuki. J. Cell Biochem :. 61(4):531-542 (1996V Cadherins are further described in Tanihara et al., J. Cell 
Sci., 107(6):1697-1704(1994), Aberle etal., J. Cell Biochem .. 61(4):514-523 (1996> and Tanihara et al.. Cell 

21 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

Adhes. Commun.. 2(1): 15-26 (1994). We herein describe the identification and characterization of a novel 
polypeptide having homology to a cadherin protein, designated herein as PR0941 . 

42. PRQ944 

Clostridium perfringens enterotoxin (CPE) is considered to be the virulence factor responsible for 
. 5 causing the symptoms of C. perfringens type A food poisoning and may also be involved in other human and 
veterinary illnesses (McClane, Toxicon. 34:1335-1343 (1996)). CPE carries out its adverse cellular functions 
by binding to an approximately 50 kD cell surface receptor protein designated the Clostridium perfringens 
enterotoxin receptor (CPE-R) to form an approximately 90,000 kD complex on the surface of the cell. cDNAs 
encoding the CPE-R protein have been identified characterized in both human and mouse (Katahira et at., J. Cell 
10 BioL 136: 1239-1247 (1997) and Katahira et al., J: BioL Chem. 272:26652-26658 (1997)). Since the CPE toxin 
has been reported to cause a variety of illnesses in mammalian hosts and those illnesses are initiated by binding 
of the CPE toxin to the CPE-R, there is significant interest in identifying novel CPE-R homologs. We herein 
describe the identification and characterization of a novel polypeptide having homology to the CPE-R , designated 
herein as PR0944. 

15 

43. PRQ983 

Membrane-bound proteins include not only cell-surface membrane-bound proteins, but also proteins that 
are found on the surface of intracellular vesicles. These vesicles are involved in exocytosis, which is the fusion 
of secretory vesicles with the cellular plasma membrane, and have two main functions. One is the discharge of 

20 the vesicle contents into the extracellular space, and the second is the incorporation of new proteins and lipids 
into the plasma membrane itself. Exocytosis can be either constitutive or regulated. AH eukaryotic cells exhibit 
constitutive exocytosis, which is marked by the immediate fusion of the secretory vesicle after formation. In 
contrast, regulated exocytosis results in the accumulation of the secretory vesicles that fuse with the plasma 
membrane upon receipt of an appropriate signal by vesicle-associated membrane proteins. Usually, this signal 

25 is an increase in the cytosolic free Ca 2+ concentration. However, regulated exocytosis that is independent of 
Ca 2+ has been reported (see, e.g. Fujita-Yoshigaki et al. J. Biol. Chem. (1996) 31:271(22): 13130-13 134). 
Regulated exocytosis is crucial to many specialized cells, including neurons (neurotransmitter release from 
synaptic vesicles), adrenal chromaffin cells (adrenaline secretion), pancreatic acinar cells (digestive enzyme 
secretion), pancreatic p-cells (insulin secretion), mast cells (histamine secretion), mammary cells (milk protein 

30 secretion), sperm (enzyme secretion), egg cells (creation of fertilization envelope) and adipocytes (insertion of 
glucose transporters into the plasma membrane). 

Disorders involving exocytosis are known. For example, inflammatory mediatorrelease from mast cells 
leads to a variety of disorders, including asthma. Similarly, Chediak-Higashi Syndrome (CHS) is a rare 
autosomal recessive disease in which neutrophils, monocytes and lymphocytes contain giant cytoplasmic 

35 granules. Accordingly, the proteins involved in exocytosis are of paramount interest and efforts; are being 
undertaken by both industry and academia to identify new, vesicle-associated proteins. For example, Skehel et 
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al. identified a 33-kilodalton membrane protein in Aplysia, termed VAP-33, which is required for the exocytosis 
of neurotransmitter. Science (1 995) 15:269(5230): 1580-1583, and Neuropharmacology (1995) 34(11):1379- 
1385. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel vesicle- associated membrane proteins. It is an object of the invention to provide 
proteins having homology to the vesicle associated protein, VAP-33, designated herein as PR0983. 

5 

44. PRO1057 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized. The 

10 mammalian protease enzymes play important roles in many different biological processes including, for example, 
protein digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the 
physical properties of proteins and enzymes. 

In light of the important physiological roles played by protease enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native protease homologs. Many of these efforts are 

15 focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for 
example, Klein et al., Proc. Natl. Acad. Sci.. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. We herein 
describe the identification of novel polypeptides having homology to various protease enzymes, designated herein 
as PRO 1057 polypeptides. 

20 

45. PRO1071 

Thrombospondin- 1 is a trimeric high molecular weight glycoprotein that is released from platelet alpha- . 
granules in response to thrombin stimulation and that is also a transient component of the extracellular matrix 
in developing and repairing tissues (Adams, Int. J. Biochem. Cell Biol. 29:861-865 (1997) and Qian et al . , Proc. 

25 Soc. Exp. Biol. Med. 212:199-207 (1996^. A variety of factors regulate thrombospondin expression and the 
protein is degraded by both extracellular and intracellular routes. Thrombospondin- 1 functions as a cell adhesion 
molecule and also modulates cell movement, cell proliferation, neurite outgrowth and angiogenesis. As such, 
there is substantial interest in identifying novel polypeptides having homology to thrombospondin. We herein 
describe the identification and characterization of a novel polypeptide having homology to thrombospondin, 

30 designated herein as PRO1071. 

46* PRO1072 

Studies have reported that the redox state of the cell is an important detenninant of the fate of the cell. 
Furthermore, reactive oxygen species have been reported to be cytotoxic, causing inflammatory disease, 
35 including tissue necrosis, organ failure^ atherosclerosis, infertility, birth defects, premature aging, mutations and 
malignancy. Thus, the control of oxidation and reduction is important for a number of reasons, including the 
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control and prevention of strokes, heart attacks, oxidative stress, hypertension and may be associated with the 
development of malignancies. The levels of antioxidant enzymes, such as reductases, which catalyze the 
conversion of reactive oxygen species to water have been shown to be low in cancer cells. In particular, 
malignant prostate epithelium may have lowered expression of such antioxidant enzymes [Baker et al., Prostate 
32(4):229-233 (1997)]: In this regard, reductases, are of interest. In addition, the transcription factors, 

5 NF-kappa B and AP-1, are known to be regulated by redox state and to affect the expression of a large variety 
of genes thought to be involved in the pathogenesis of AIDS, cancer, atherosclerosis and diabetic complications. 
Publications further describing this subject matter include Engman et al., Anticancer Res. (Greece) . 17:4599- 
4605 (1997), Kelsey, et al., Br. J. Cancer. 76(7):852-854 (1997); Friedrich and Weiss, J. Theor. Biol.. 
187(4):529-40 (1997) and Pieulle, et al., J. Bacteriol.. 179(18):5684-92 (1997). Given the physiological 

10 importance of redox reactions in vivo f efforts are currently being under taken to identify new, native proteins 
which are involved in redox reactions. We describe herein the identification of a novel polypeptide which has 
sequence similarity to reductase enzymes, designated herein as PRO1072. 

47. PRQ1Q75 

15 Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 

refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldbergeretal., /. BioL Chem. 239: 1406-1410 (1964) and Epstein etal.. Cold Sprring Harbor Symp. Quant. 
BioL 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 

20 endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. 

Given the importance of disulfide bond-forming enzymes and their potential uses in a number of 
different applications, for example in increasing the yield of correct refolding of recombinantly produced 
proteins, efforts are currently being undertaken by both industry and academia to identify new, native proteins , 

25 having homology to protein disulfide isomerase. Many of these efforts are focused on the screening of 
mammalian recombinant DNA libraries to identify the coding sequences for novel protein disulfide isomerase 
homologs. Examples of screening methods and techniques are described in the literature [see, for example, 
Klein et al., Proc. Natl. Acad. Sci.. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. We herein describe 
a novel polypeptide having homology to protein disulfide isomerase, designated herein as PRO 1075. 

30 

48. PRQ181 

In Drosophiia, the dorsal- ventral polarity of the egg chamber depends on the localization of the oocyte 
nucleus and the gurken RNA to the dorsal-anterior corner of the oocyte. Gurken protein presumably acts as a 
ligand for the drosophiia EGF receptor (torpedo/DER) expressed in the somatic follicle cells surrounding the 
35 oocyte. Cornichon is a gene required in the germline for dorsal-ventral signaling (Roth etal., Cell 81:967-978 
(1995)). Cornichon, gurken and torpedo also function in an earlier signaling event that establishes posterior 
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follicle cell fates and specifies the anterior-posterior polarity of the egg chamber. Mutations in any or all of these 
genes prevent the formation of a correctly polarized microtubule cytoskeleton required for proper localization 
of the anterior and posterior determinants bicoid and oskar and for the asymmetric positioning of the oocyte 
nucleus. Thus, it is clear that the cornichon gene product plays an important role in early development. We 
herein describe the identification and characterization of a novel polypeptide having homology to the cornichon 
5 protein, designated herein as PR0181. 

49. PRQ195 

Efforts arte currently being undertaken to identify and characterize novel transmembrane proteins. We 
herein describe the identification and characterization of a novel transmembrane polypeptide, designated herein 
10 asPR0195. 

50. PRQ865 

Efforts arre currently; being undertaken to identify and characterize novel secreted proteins. We herein 
describe the identification and characterization of a novel secreted polypeptide, designated herein as PR0865. 

15 

51. PRQ827 

VLA-2 is an cell-surface integrin protein that has been identified and characterized in a number of 
mammalian organisms, including both mouse and human. VLA-2 has been shown to be a receptor on the surface 
of cells for echovirus-1 (EV-1) which mediates infection of VLA-2-expressing cells by EV-1 (Zhang et al., 

20 Viroloev 235(2) :293-301 (1997) and Bergelson et al., Science 255:1718-1720 (1992)). VLA-2 has also been 
shown to mediate the interaction of collagen with endothelium during in vitro vascular tube formation (Jackson 
et al.. Cell Biol. Int. 18(9):859-867 (1994)). Various other integrin proteins that share .various degrees of arnino 
acid sequence homology with VLA-2 have been identified and characterized in a variety of mammalian organism. 
These mtegrins have been reported to play important roles in a variety of different physiological functions. 

25 Therefore, there is significant interest in identifying novel polypeptides having homology to one or more of the 
integrin proteins. We herein describe the identification and characterization of a novel polypeptide having 
homology to VLA-2 integrin protein, designated herein as PR0827. 

52. PRQ1114 

30 Many important cytokine proteins have been identified and characterized and shown to signal through 

specific cell surface receptor complexes- For example, the class II cytokine receptor family (CRF2) includes 
the interferon receptors, the interleukin-10 receptor and the tissue factor CRFB4 (Spencer et al., J. Exp. Med. 
187:571-578 (1998) and Kotenko et al., EMBO J. 16:5894-5903 (1997)). Thus, the multitude of biological 
activities exhibited by the various cytokine proteins is absolutely dependent upon the presence of cytokine 

35 receptor proteins on the surface of target cells. There is, therefore, a significant interest in identifying and 
characterizing novel polypeptides having homology to one or more of the cytokine receptor family. We herein 
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describe the identification and characterization of a novel polypeptide having homology to cytokine receptor 
fami!y-4 proteins, designated herein as PR01117. 

Interferons (IFNs) encompass a large family of secreted proteins occurring in vertebrates. Although 
they were originally named for their antiviral activity, growing evidence supports a critical role forlFNs in cell 
growth and differentiation (Jaramillo et al. , Cancer Investigation l3(3):327-338 (1995)). IFNs belong to a class 

5 of negative growth factors having the ability to inhibit the growth of a wide variety of cells with both normal and 
transformed phenotypes. IFN therapy has been shown to be beneficial in the treatment of human malignancies 
such as Karposi's sarcoma, chronic myelogenous leukemia, non-Hodgkin's lymphoma, and hairy cell leukemia 
as well as in the treatment of infectious diseases such as hepatitis B (Gamliel et al., Scanning Microscopy 
2(1):485-492(1988), Einhornetal., Med. Oncol. &Tumor Pharmacother. 10:25-29 (1993), Ringenberg et al., 

10 Missouri Medicine 85(l):21-26 (1988), Saraccoetal., Journal of Gastroenterology and Hepatology 10:668-673 
(1995), Gonzalez-Mateos et aL, Hepato-Gastroenterology 42:893-899 (1995) and Malaguarnera et al.. 
Pharmacotherapy 17(5):998-1005 (1997)). 

Interferons can be classified into two major groups based upon their primary sequence. Type I 
interferons, IFN-a and IFN-p, are encoded by a superfamily of intronless genes consisting of the IFN-a gene 

15 family and a single IFN-P gene that are thought to have arisen from a common ancestral gene. Type I 
interferons may be produced by most cell types. Type II IFN, or IFN-y, is restricted to lymphocytes (T cells 
and natural killer cells) and is stimulated by nonspecific T cell activators or specific antigens in vivo. 

Although both type I and type II IFNs produce similar antiviral and antiproliferative effects, they act 
on distinct cell surface receptors, wherein the binding is generally species specific (Langer et al.t Immunol. 

20 Today 9:393-400 (1988)). Both IFN-a and IFN-P bind competitively to the same high affinity type I receptor, 
whereas IFN-y binds to a distinct type II receptor. The presence and number of IFN receptors on the surface 
of a cell does not generally reflect the sensitivity of the cell to IFN, although it is clear that the effects of the IFN 
protein is mediated through binding to a cell surface interferon receptor. As such, the identification and 
characterization of novel interferon receptor proteins is of extreme interest. 

25 We herein describe the identification and characterization of novel interferon receptor polypeptides, 

designated herein as -"PROH14 interferon receptor" polypeptides. Thus, the PROH14 polypeptides of the 
present invention represents a novel cell surface interferon receptor. 

30 53. PR0237 

Carbonic anhydrase is an enzymatic protein that which aids carbon dioxide transport and release in the 
mammalian blood system by catalyzing the synthesis (and the dehydration) of carbonic acid from (and to) carbon 
dioxide and water. Thus, the actions of carbonic anhydrase are essential for a variety of important physiological 
reactions in the mammal. As such; there is significant interest in the identification and characterization of novel 
35 polypeptides having homology to carbonic anhydrase. We herein describe the identification and characterization 
of a novel polypeptide having homology to carbonic anhydrase, designated herein as PR0237. 
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54. PRQ541 

Numerous trypsin inhibitory proteins have been identified and characterized (see, e.g., Yamakawa et 
al r Riochim. Biophvs. Acta 1395:202-208 (1998)and Mizukiet a!., Mammalian Genome 3:274-280 (1992)). 
Trypsin inhibitor proteins play important roles in a variety of different physiological and biological pathways 
and are specifically involved in such processes as the regulation of protein degradation, digestion, and the like. 
5 Given the important roles played by such enzymatic proteins, there is significant interest in identifying and 
characterizing novel polypeptides having homology to known trypsin inhibitor proteins. We herein describe the 
identification and characterization of a novel polypeptide having homology to a trypsin inhibitor protein, 
designated herein as PR0541. 

10 55. PRQ273 

Leukocytes include monocytes, macrophages, basophils, and eosinophils and play an important role in 
the immune response. These cells are important in the mechanisms initiated by T and/or B lymphocytes and 
secrete a range of cytokines which recruit and activate other inflammatory cells and contribute to tissue 
destruction. 

15 Thus* investigation of the regulatory processes by which leukocytes move to their appropriate 

destination and interact with other cells is critical. Currently, leukocytes are thought to move from the blood 
to injured or inflamed tissues by rolling along the endothelial cells of the blood vessel wall. This movement is 
mediated by transient interactions between selectins and their ligands. Next, the leukocyte must move through 
the vessel wall and into the tissues. This diapedesis and extravasation step involves cell activation which 
20 promotes a more stable leukocyte-endothelial cell interaction, again mediated by inlegrins and their ligands. 

Chemokines are a large family of structurally related polypeptide cytokines. These molecules stimulate 
leukocyte movement and may explain leukocyte trafficking in different inflammatory situations. Chemokines 
mediate the expression of particular adhesion molecules on endothelial cells, and they produce chemoattractants 
which activate specific cell types. In addition, the chemokines stimulate proliferation and regulate activation of 
25 specific cell types. In both of these activities, chemokines demonstrate a high degree of target ceil specificity. 

The chemokine family is divided into two subfamilies based on whether two amino terminal cysteine 
residues are immediately adjacent (C^C) or separated by one amino acid (C-X-C). Chemokines of the C-X-C 
family generally activate neutrophils and fibroblasts while the C-C chemokines" act on a more diverse group of 
target cells including monocytes/macrophages, basophils, eosinophils and T lymphocytes. The known 
30 chemokines of both subfamilies are synthesized by many diverse cell types as reviewed in Thomson A. (1994) 
The Cytokine Handbook, 2 d Ed. Academic Press, N.Y. Chemokines are also reviewed in Schall TJ (1994) 
Ghemotactic Cytokines: . Targets for Therapeutic Development. International Business Communications, 
Southborough Mass. pp 180-270; and in Paul WE (1993) Fundamental Immunology, 3rd Ed, Raven Press, N.Y. 
pp 822-826. 

35 Known chemokines of the C-X-C subfamily include macrophage inflammatory proteins alpha and beta 

(MIP-1 and MIP-2 ), interleukin-8 (IL-8), and growth regulated protein (GRO-alpha and beta). 
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MIP-2 was first identified as a 6 kDa heparin binding protein secreted by the mouse macrophage cell 
line RAW 264.7 upon stimulation with lipopolysaccharide (LPS). MIP-2 is a member of the C-X-C (or CXC) 
subfamily of chemokines. Mouse MIP-2 is chemotactic for human neutrophils and induces local neutrophil 
infiltration when injected into the foot pads of mice. Rat MIP-2 shows 86% amino acid homology to the mouse 
MIP-2 and is chemotactic for rat neutrophils but does not stimulate migration of rat alveolar macrophages or 
5 human peripheral blood eosinophils or lymphocytes. In addition, the rat MIP-2 has been shown to stimulate 
proliferation of rat alveolar epithelial cells but not fibroblasts. 

Current techniques for diagnosis of abnormalities in inflamed or diseased issues mainly rely on 
observation of clinical symptoms or serological analyses of body tissues or fluids for hormones, polypeptides 
or various metabolites. Problems exist with these diagnostic techniques. First, patients may not manifest clinical 
. 10 symptoms at early stages of disease. Second, serological tests do not always differentiate between invasive 
diseases and genetic syndromes. Thus, the identification of expressed chemokines is important to the 
development of new diagnostic techniques, effective therapies, and to aid in the understanding of molecular 
pathogenesis. 

To date, chemokines have been implicated in at least the following conditions: psoriasis, inflammatory 

i ■ 

1 5 bowel disease, rerial disease, arthritis , immune-mediated alopecia, stroke , encephalitis , MS , hepatitis, and others. 
In addition, non-ELR-containing chemokines have been implicated in the inhibition of angiogenesis, thus 
) indicating that these chemokines have a rule in tumor vascularization and tumorigenesis. 

Therefore it is the object of this invention to identify polypeptides and nucleic acids encoding the same 
which have sequence identity and similarity with cytokine-induced neutrophil chemoattractants, M1P-1 , MIP-2, 
20 and other related proteins. The efforts of this object are provided herein. 

56. PRO701 

Beta neurexins and neuroligins are plasma membrane proteins that are displayed on the neuronal cell 
surface. Neuroligin 1 is enriched in synaptic plasma membranes and acts as a splice site-specific ligand for beta 

25 neurexins as described in Ichtchenko, et al., Cell. 81(3):435-443 (1995). The extracellular sequence of 
neuroligin 1 is composed of a catalytically inactive esterase domain homologous to acetylcholinesterase. 
Neuroligin 2 and 3 are similar in structure and sequence to neuroligin 1 . All neuroligins contain an N -terminal 
hydrophobic sequence with the characteristics of a cleaved signal peptide followed by a large esterase homology 
domain, a highly conserved single transmembrane region, and a short cytoplasmic domain. The three 

30 neuroligins are alternatively spliced at the same position and are expressed at high levels only in the brain. Tight 
binding of the three neuroligins to beta neurexins is observed only for beta neurexins lacking an insert in splice 
site 4. Thus, neuroligins constitute a multigene family of brain-specific proteins with distinct isoforms that may 
have overlapping functions in mediating recognition processes between neurons, see Ichtchenko, et al . , J. Biol. 
Chcm» , 271(5):2676-2682 (1?96). Moreover, neurexins and neuroligins have been reported as functioning as 

35 adhesion molecules in a Ca* + dependent reaction that is regulated by alternative splicing of beta neurexins, i.e. , 
see Nguven and Sudhof . J . Biol. Chem.. 272(4 l):26032-26039 (1997). Given the foregoing, membrane 
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bound proteins are of interest. More generally, membrane-bound proteins and receptors can play an important 
role in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual 
cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically governed by 
information received from other cells and/or the immediate environment. This information is often transmitted 
by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation 

5 factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. Such membrane-bound proteins and cell receptors include, but are not limited to; 
cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell interactions, and 
cellular adhesin molecules like selectins and integrins. For instance, transduction of signals that regulate cell 
growth and differentiation is regulated in-part by phosphorylation of various cellular proteins. Protein tyrosine 

10 kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include fibroblast 
growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 

15 of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
receptor proteins, particularly those having sequence identity and/or similarity with neuroligins 1, 2 and 3. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 

20 techniques are described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci.. 93:7 108-71 13 
(1906); U.S. Patent No. 5,536,637)]. The results of such efforts are provided herein. 

57. PRO704 

VIP36 is localized to the Golgi apparatus and the cell surface, and belongs to a family of legume lectin 
25 homologues in the animal secretory pathway that might be involved in the trafficking of glycoproteins, 
glycolipids, or both. It is further believed that V1P36 binds to sugar residues of glycosphingohpids and/pr 
gycosylphosphatidyl-inositol anchors and might provide a link between the extracellular/luminal face of 
glycolipid rafts and the cytoplasmic protein segregation machinery. Further regarding VIP36, it is believed that 
there is a signal at its C-terminus that matches an internalization consensus sequence which confers its ability 
30 to cycle between the plasma membrane and Golgi. See, Fiedler, et al, EMBO J. . 13(7): 1729-1740 (1994); 
Fiedler and Simons, J. Cell Sci .. 109(1):27 1-276 (1996); Itin, et al., MBOL . 14(10):2250-2256,(1995). It is 
believed that VIP36 is either the same as or very closely related to the human GP36b protein. VIP36 and/or 
GP36b are of interest; 

More generally , vesicular, cytoplasmic, extracellular and membrane-bound proteins play important roles 
35 in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells » 
e.g. , proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
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received from other cells and/or the immediate environment. This information is often transmitted by secreted 
polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment, usually at a membrane- 

5 bound receptor protein. 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 
biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors,, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 

10 agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-ligand 
interaction. Membrane-bound proteins can also be employed for screening of potential peptide or small molecule 
inhibitors of the relevant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
interactions, and cellular adhesin molecules like selectms and integrins. Transduction of signals that regulate 

15 cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 
tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both industry and academia to identify new, native vesicular, 
cytoplasmic, secreted and membrane-bound receptor proteins , particularly those having sequence identity and/or 

20 similarity with VIP36. Many efforts are focused on the screening of mammalian recombinant DNA libraries 
to identify the coding sequences for novel secreted and membrane-bound receptor proteins. Examples of 
screening methods and techniques are described in the literature [see, for example, Klein et al., Proc. Natl. 
Acad. Sci.. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)1. 

25 58. PRQ706 

Acid phophatase proteins are secreted proteins which dephophorylate tenninal phosphate groups under 
acidic pH conditions. Acid phophatases contain a RHGXRXP amino acid sequence, which is predicted to be 
mechanistically significant. Acid phosphatases may have important functions in the diagnosis and treatment of 
human diseases. For example, prostatic acid phosphatase is a secreted protein uniquely expressed in prostatic 

30 tissue and prostate cancer. The level of prostatic acid phosphatase is a potential prognostic factor for local and 
biochemical control in prostate cancer patients treated with radiotherapy, as described in Lankford et al., Int. 
J. Radiat. Oncol. Biol. Phvs. 38(2): 327-333 (1997). Research suggests that a cellular immune response to 
prostatic acid phosphatase may mediate destructive autoimmune prostatitis, and that xenogeneic forms of 
prostatic acid phosphatase may prove useful for immunotherapy of prostate cancer . See Fong et ah , J. Immunol, 

35 169(7): 3113-3117 (1997) . Seminal prostatic acid phosphatase levels correlate significantly with very low sperm 
levels (oligospermia) in individuals over 35,. see Singh et al., Sineapore Med. J. 37(6): 598-599 (1996). Thus, 
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prostatic acid phosphatase has been implicated in a variety of human diseases, and may have an important 
function in diagnosis and therapy of these diseases. A series of aminobenzylphosphatic acid compounds are 
highly potent inhibitors of prostatic acid phosphatase, as described in Beers et al. , Bioorg. Med. Chem. 4(10): 
1693-1701 (1996). 

More generally, extracellular proteins play an important role in the formation, differentiation and 

5 maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration* 
differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation f actors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 

10 polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment. 

Secreted proteins have various industrial applications, includbgphannaceuticals , diagnostics , biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 

15 which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
undertaken by both industry and academia to identify new, native secreted proteins, particularly those having 
sequence identity with prostate acid phosphatase precursor and lysosomal acid phosphatase precursor and in some 
cases, those having identity with DN A found in fetal heart. Many efforts are focused on the screening of 
mammalian recombinant DNA libraries to identify the coding sequences for novel secreted proteins. Examples 

20 of screening methods and techniques are described in the literature [see, for example, Klein et al., Proc. Natl. 
Acad. Sci . 93:7108-7113 (1996): U.S. Patent No. 5,536,637)1. 

59. PRO707 

Cadherins are a large family of transmembrane proteins. At least cadherins 1-13 as well as types B, 
25 E, EP, M, N, P and R have been characterized. Among the functions cadherins are known for, with some 
exceptions, cadherins participate in cell aggregation and are associated with cell-cell adhesion sites. Cadherins 
are further described inTanihara, etal., J. Cell Sci .. 107(6): 1697- 1704 (1994) and Tanihara, etal., Cell Adhes. 
Commun . , 2(1): 15-26 (1994). Moreover, it has been reported that some members of the cadherin superfamily 
are involved in general cell-cell interaction processes including transduction. See, Suzuki, J. Cell Biochem .. 
30 61(4):531-542 (1996). Therefore, novel members of the cadherin superfamily are of interest. 

More generally, all novel proteins are of interest, including membrane-bound proteins. Membrane- 
bound proteins and receptors can play an important role in the formation, differentiation and maintenance of 
multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, differentiation, or 
interaction with other cells, is typically governed by information received from other cells and/or the immediate 
35 environment. This information is often transmitted by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
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received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins 
and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, 
receptors involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrins. For 
instance, transduction of signals that regulate cell growth and differentiation is regulated in part by 
phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can 
5 also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor 
receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
10 of potential peptide or small molecule inhibitors of the relevant receptor/Hgand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
membrane-bound receptor proteins, particularly membrane bound proteins having identity with cadherins. The 
results of such efforts are provided herein. 

15 

60. PRQ322 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized, including 
20 the serine proteases which exhibit specific activity toward various serine -containing proteins. The mammalian 
protease enzymes play important roles in biological processes such as, for example, protein digestion, activation, 
inactivation, or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 
enzymes. 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 
25 neuropsin has been cloned, and studies have shown that it is involved in the hippocampal plasticity. Neuropsin 
has also been indicated as associated with extracellular matrix modifications and cell migrations. See, generally, 
Chen.etal.. Neurosci .. 7(2):5088-5097 (1995) and Chen, etaL, J. Histochem. Cvtochem. . 46:313-320 (1998). 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
30 or secreted proteins, particularly those having homology to neuropsin, serine protease, neurosin and trypsinogen. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 
techniques are described in the literature [see, for example, Klein et aL, Proc. Natl. Acad. Sci.» 93:7108-71 13 
(1996); U.S. Patent No. 5,536,637)]. 
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61. PRQ526 

Protein-protein interactions include those involved with receptor and antigen complexes and signaling 
mechanisms. As more is known about the structural and functional mechanisms underlying protein-protein 
interactions, protein-protein interactions can be more easily manipulated to regulate the particular result of the 
' protein-protein interaction. Thus, the underlying mechanisms of protein-protein interactions are of interest to 

5 me scientific and medical community. 

All proteins containing leucine-rich repeats are thought to be involved in protein-protein interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and cellular 
locations. The crystal structure of ribonuclease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 

10 one surface exposed to solvent, so that the protein acquires an unusual, nonglobular shape. These two features 
have been indicated as responsible for the protein-binding functions of proteins containing leucine-rich repeats. 
See, Kobe and Deisenhofer, Trends Biochem. Sci.. 19(10):415-421 (Oct. 1994). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting and • 
ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound healing, 

15 tissue repair, and tumor stroma formation. Ipzzo, R. V., Crit. Rev. Biochem. Mol. Biol. . 32(2): 141-174 
(1997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La Salle, C, 
et al., Vouv. Rev. Fr. Hematol. (Germany), 37(4):215-222 (1995), reporting mutations in the leucine-rich motif 
in a complex associated with the bleeding disorder Bernard-Soulier syndrome, Chlemetson, K. J., Thromb. 
Haemost . (Germany), 74(1) : 1 1 1-1 16 (July 1995), reporting that platelets have leucine rich repeats and Rupslahti, 

20 E. I., et al., WO9110727-A by La Jolla Cancer Research Foundation reporting that decorin binding to 
transforming growth factorp has involvement in a treatment for cancer, wound healing and scarring . Related by 
function to this group of proteins is the insulin like growth factor (IGF), in that it is useful in wound-healing and 
associated therapies concerned with re-growth of tissue, such as connective tissue, skin and bone; in promoting 
body growth in humans and ammals; and in stimulating other growth-related processes. The acid labile subunit 

25 (ALS) of IGF is also of interest in that it increases the half-life of IGF and is part of the IGF complex in vivo. 
ALS is further described in Leong and Baxter, Mol. Endocrinol. , 6(6) :870-876 ( 1992); Baxter, J. Biol.Chem . , 
264(20): 11843-1 1848 (1989); and Khosravi, et al., J. Clin. Endocrinol. Metab.. 82(12):3944-3951 (1997). 

Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has been 
reported to be useful in treating neurp-degenerative diseases such as Alzheimer's disease, nerve damage such 

30 as in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Rothberg, J. M., 
WO9210518-A1 by Yale University. Also of interest is LIG-1, a membrane glycoprotein that is expressed 
specifically in glial cells in the mouse brain, and has leucine rich repeats and immunoglobulin-like domains. 
Suzuki, et al. , J. Biol.Chem . (U.S.), 27 1(37):22522 (1996). Other studies reporting on the biological functions 
of proteins having leucine rich repeats include: Tayar, N., et al., Mol. Cell Endocrinol. . (Ireland) » I25(l-2):65- 

35 70 (Dec. 1996) (gonadotropin receptor involvement); Miura, Y . , et al. , Nippon Rinsho (Japan). 54(7): 1784-1789 
(July 1996) (apoptosis involvement); Harris, P. C, et al., J. Am. Soc. Nephrol .. 6(4): 1125-1 133 (Oct. 1995) 
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(kidney disease involvement) . 

Efforts are therefore being undertaken by both industry and academia to identify new proteins having 
leucine rich repeats to better understand protein-protein interactions. Of particular interest are those proteins 
having leucine rich repeats and identity or similarity to known proteins having leucine rich repeats such as ALS. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
5 sequences for novel secreted and membrane-bound proteins having leucine rich repeats. Examples of screening 
methods and techniques are described in the literature [see, for example, Klein et ah, Proc. Natl. Acad. ScL, 
93:7108-7113 (1996); U.S Patent No. 5,536,637)]. 

62. PRQ531 

10 Cadherins are a large family of transmembrane proteins. Cadherins comprise a family of calcium- 

dependent glycoproteins that function in mediating cell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well as types B, E, EP, M, N, P and R have been characterized. Among 
the functions cadherins are known for, with some exceptions, cadherins participate in cell aggregation and are 
associated with cell-cell adhesion sites. Recently, it has been reported that while alt cadherins share multiple 

15 repeats of a cadherin specific motif believed to correspond to folding of extracellular domains, members of the 
cadherin superfamily have divergent structures and, possibly, functions. In particular it has been reported that 
members of the cadherin superfamily are involved in signal transduction. See, Suzuki, J. Cell Biochem.» 
61(4):531-542 (1996). Cadherins are further described in Tanihara, et a!., J. Cell Sci .» 107(6): 1697-1704 
(1994), Aberle, et al., J. Cell Biochem .. 61(4):514-523 (1996) and Tanihara, et a!., Cell Adhes. Commun. . 

20 2(1):15-26(1994). 

Protocadherins are members of the cadherin superfamily which are highly expressed in the brain. In 
some studies, protocadherins have shown cell adhesion activity. See, Sano, et al., EMBO J . , 12(6):2249-2256 
(1993). However, studies have also shown that some protocadherms, such as protocadherin 3 (also referred to 
as Pcdh3 or pc3), do not show strong calcium dependent ceil aggregation activity. See, Sago, etal., Genomics, 
25 29(3):631-640 (1995) for this study and further characteristics of Pcdh3. 

Therefore, novel members of the cadherin superfamily are of interest. More generally ^ all membrane- 
bound proteins and receptors are of interest. Such proteins can play an important role in the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells, e:g . , proliferation, 

30 migration, differentiation, or interaction with other cells, is typically governed by mformation received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, autogenic factors^ survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 

35 kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
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regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 

nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
5 agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are therefore being undertaken by both industry and academia to identify new, native membrane 
bound proteins, particular those having sequence identity with protocadherins, especially 3 and 4. Many efforts 
are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for 
10 novel membrane-bound proteins. Provided herein are the results of such efforts. 

63. PRQ534 

Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 
refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 

15 was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al., J. Biol. Chem. 239:1406-1410 (1964) and Epstein et al., Cold Spring Harbor Svmp. Quant. 
Biol. 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 
endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-terminus. Protein disulfide isomerase and related proteins are further described in Laboissiere, 

20 et al., J. Biol. Chem .. 270(47:28006-28009 (1995); Jeenes, et al., Gene, 193(2): 15 1-156 (1997; Koivunen, et 
al., Genomics, 42(3):397-404 (1997); and Desilva, et al., DNA Cell Biol .. 15(1):9-16 (1996). These studies 
indicate the importance of the identification of protein disulfide related proteins. 

More generally, and also of interest are all novel membrane-bound proteins and receptors. Such 
proteins can play an important role in the formation, differentiation and maintenance of multicellular organisms. 

25 The fate of many individual cells, e.g. , proliferation, migration, differentiation, or interaction with other cells, 
is. typically governed by information received from other cells and/or the immediate environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, 
cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins and cell 

30 receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors 
involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrinsJ For instance, 
transduction of signals that regulate cell growth and differentiation is regulated in part by phosphorylation of 
various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth 
factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor receptor. 
35 Membrane-bound proteins and receptor molecules have various industrial applications, including as 

pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
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agents to block receptor- ligand interaction.- The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Given the importance of membrane bound proteins, efforts are under way to identity novel membrane 
bound proteins. Moreover, given the importance of disulfide bond-forming enzymes and their potential uses in 
a number of different applications, for example in increasing the yield of correct refolding of recombinantly 
5 produced proteins, efforts are currently being undertaken by both industry and academia to identify new, native 
proteins having sequence identity with protein disulfide isomer ase. Many of these efforts are focused on the 
screening of mammalian recombinant DNA libraries to identify the coding sequences for novel protein disulfide 
isomerase homologs. We herein describe a novel polypeptide having sequence identity with protein disulfide 
isomerase and the nucleic acids encoding the same, 

10 

64. PRQ697 

Secreted frizzled related proteins (sFRPs) are related to the frizzled family of transmembrane receptors. 
The sFRPs are approximately 30 kDa in size, and each contains a putative signal sequence, a frizzled-like 
cysteine-rich domain, and a conserved hydrophilic carboxy-terminal domain. It has been reported that sFRPs 
15 may function to modulate Wnt signaling, or function as ligands for certain receptors. Rattner, et al., PNAS 
USA . 94(7):2859-2863 (1997). Therefore, sFRPs and proteins having sequence identity and/or similarity to 
sFRPs are of interest. 

Another secreted protein of interest is any member of the family of secreted apoptosis-related proteins 
(SARPs). Expression of SARPs modifies the intracellular levels of beta-catenin, suggesting that SARPs interfere 

20 with the Wnt-frizzled proteins signaling pathway. Melkonyan, etal., PNAS USA . 94(25):13636-13641 (1997). 
Therefore, SARPs and proteins having sequence identity and/or similarity to SARPs are of interest. 

In addition to sFRPs and SARPs, many extracellular proteins are of interest. Extracellular proteins play 
an important role in the formation, differentiation and maintenance of multicellular organisms . The fate of many 
individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically 

25 governed by information received from other cells and/or the immediate environment. This information is often 
transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, 
differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 
' . through the cellular secretory pathway to reach their site of action in the extracellular environment. 

30 Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics , biosensors 

and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins , colony stimulating .factors, and various other cytokines, are secretory proteins . Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

35 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins, 

particularly those having sequence identity or similarity with sFRP-2 and SARP-1. Many efforts are focused 

36 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

on the screening of mammalian recombinant ON A libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
ct-al., Proc. Natl. Acad. Sci. . 93:7108-71 13 (1996); U;S. Patent No. 5,536,637)]. 

65. PRQ717 

5 Efforts are being undertaken by both industry and academia to identify new, native transmembrane 

receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel receptor proteins. The results of such efforts are provided herein. 

66. PRQ731 

10 Cadherins are a large family of transmembrane proteins. Cadherins comprise a family of calcium- 

dependent glycoproteins that function in mediating cell-cell adhesion in virtually all solid tissues of multicellular 
organisms. At least cadherins 1-13 as well as types B, E, EP, M, N, P and R have been characterized. Among 
the functions cadherins are known for, with some exceptions, cadherins participate in cell aggregation and are 

i 

associated with cell-cell adhesion sites. Recently, it has been reported that while all cadherins share multiple 
15 repeats of a cadherin specific motif believed to correspond to folding of extracellular domains, members of the 
cadherin superfamily have divergent structures and, possibly, functions. In particular it has been reported that 
members of the cadherin superfamily are involved in signal transduction. See, Suzuki, J. Cell Biochem .. 
61(4):531-542 (1996). Cadherins are further described in Tanihara, et al., J. Cell ScL . 107(6): 1697-1704 
(1994), Aberle, et al., J. Cell Biochem .. 61(4):514-523 (1996) and Tanihara, et al., Cell Adhes. Commun.. 
20 2(1): 15-26 (1994). 

Protocadherins are members of the cadherin superfamily which are highly expressed in the brain. In 
some studies, protocadherins have shown cell adhesion activity. See, Sano, et aL, EMBOJ. . 12(6):2249-2256 
(1993). However, studies have also shown that some protocadherins, such as protocadherin 3 (also referred to 
as Pcdh3 or pc3), do not show strong calcium dependent cell aggregation activity. See; Sago, et al., Genomics. 

25 29(3):63 1-640 (1995) for this study and further characteristics of Pcdh3. 

Therefore, novel members of the cadherin superfamily are of interest. More generally, all membrane- 
bound proteins and receptors are of interest. Such proteins can play an important role in the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g. , proliferation, 
migration, differentiation, or interaction with olher cells, is typically governed by information received from 

30 other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 

35 selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 

37 

SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 

that process, can also act as growth factor receptors, 
nerve growth factor receptor. 



PCI7US99/05028 

Examples include fibroblast growth factor receptor and 



Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immurioadhesins, for instance, can be employed as therapeutic 
5 agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are therefore being undertaken by both industry and academia to identify new, native membrane 
bound proteins, particular those having sequence identity with protocadherins, especially 4, 68, 43, 42, 3 and 
5. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
10 sequences for novel membrane-bound proteins. Provided herein are the results of such efforts. 

67. PRQ218 

Efforts are being undertaken by both industry and academia to identify new, native membrane bound 
proteins, particularly those having sequence identity with membrane regulator proteins. Many efforts are 
15 focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
receptor proteins. 

68. PRQ768 

The integrins comprise a supergene family of cell-surface glycoprotein receptors that promote cellular 

20 adhesion. Each cell has numerous receptors that define its cell adhesive capabilities. Integrins are involved in 
a wide variety of interaction between cells and other cells or matrix components. The integrins are of particular 
importance in regulating movement and function of immune system cells. The platelet Ilb/IIIA integrin complex 
is of particular importance in regulating platelet aggregation. A member of the integrin family, integrin p~6, is 
expressed on epithelial cells and modulates epithelial inflammation. Another integrin, leucocyte-associated 

25 antigen- 1 (LFA-1) is important in the adhesion of lymphocytes during an immune response. 

Of particular interest is H36-alpha 7, an integrin alpha chain that is developmental^ regulated during 
myogenesis as described in Song, et al., J. Cell Biol., 117(3):643-657 (1992). The expression pattern of the 
larninm-bmding alpha 7 beta 1 integrin is developmentaUy regulated in skeletal, cardiac, and smooth muscle. 
Ziober, et al., Mol Biol. Cell. 8(9): 1723-1734 (1997). It has been reported that expression of the alpha 7- 

30 X1/X2 integrin is a novel mechanism that regulates receptor affinity states in a cell-specific context and may 
modulate integrin-dependent events during muscle development and repair. Id. It has further been reported that 
laminins promote the locomotion of skeletal myoblasts via the alpha 7 integrin receptor. In particular it was 
reported that alpha 7 beta 1 receptor can promote myoblast adhesion and motility on a restricted number of 
. laminin isoforms and may be important in myogenic precursor recruitment during regeneration and 

35 differentiation. Yao, et al., J.CeU Sci .. 109(1 3):3 139-3 150 (1996). Spliced variants of integrin alpha 7 are also 
described in Leung, et al., Biochem. Biophys. Res. Commun. . 243(l):317-325 (1998) and Fornaro and 
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Languino, Matrix BioL . 16(4):185-193 (1997). Moreover, it has been reported that absence of integrin alpha 
7 causes a form of muscular dystrophy. Thus integrins, particularly those related to integrin 7 and related 
molecules, are of interest. 

In addition to the interest of integrins, more generally, all membrane-bound proteins and receptors are 
of interest since such proteins can play an important role in the formation, differentiation and maintenance of 

5 multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, differentiation, or 
interaction with other cells, is typically governed by information received from other cells and/or the immediate 
environment. This information is often transmitted by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins 

10 and cell receptors include,. but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, 
receptors involved in cell-cell interactions, and cellular adhesin molecules like selectins and. integrins. For 
instance, transduction of signals that regulate cell growth and differentiation is regulated in part by 
phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze that process, can 
also act as growth factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor 

15 receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 
20 Therefore, efforts are being undertaken by both industry and academia to identify new, native receptor 

proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel receptor proteins. The results of such efforts, particularly those focused on 
identifying new polypeptides having sequence identity with integrins, are provided herein. 

25 69. PRQ771 

Testican is a multidomain testicular proteoglycan which is expressed in numerous tissue types including, 
but not limited to neuromuscular tissue, the brain and reproductive tissues* Testican resembles modulators of 
cell social behavior such as the regulation of cell shape, adhesion, migration and proliferation. [Bonnet, F. et 
al., J. Biol. Chem.. 27K8V.4373 (1996), Perin, J.P. et al., EXS (Switzerland), 70:191 (1994), Alliel, P.M., et 

30 al. Eur. J. Biochem.. 214(1):346 (1993),, Charbonnier, F., et al., C. R. Seances Soc. Biol. Fil. (France). 
191(1): 127 (1997)]. Among other reasons, since testican has been implicated in neuronal processes and may 
be associated with the growth of connective tissue, testican and related molecules are of interest. 

More generally, all extracellular proteins are of interest. Extracellular proteins play an important role 
in the formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, 

35 e.g. , proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment. This information is often transmitted by secreted 
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polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and. hormones) winch are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications, including pharmaceuticals, diagnostics, biosensors 

5 . and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are focused 
on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 

10 proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et al., Proc. Natl. Acad; Sci.. 21:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. The results of such efforts, 
particularly those focused on identifying molecules having identity and/or similarity with testican are of interest. 

70. PRQ733 

15 T1/ST2 is a receptor-like molecule homologous to the type I interleukin-1 receptor, believed to be 

involved in cell signaling. The T1/ST2 receptor and/or putative ligands are further described in Gayle, et al., 
J Biol. Chem .. 271(10):5784-5789 (1996), Kumar, et al., J. Biol. Chem. . 270(46):279O5-27913 (1995), and 
Mitcham, et al., J. Biol. Chem .. 271(10):5777-5783 (1996). These proteins, and proteins related thereto are 
of interest. 

20 More generally all membrane-bound proteins and receptors are of interest since they can play an 

important role in the formation, differentiation and maintenance of multicellular organisms. The fate of many 
individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically 
governed by information received from other cells and/or the immediate environment. This information is often 
transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, . 

25 differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. Such membrane-bound proteins and cell receptors include, but are not 
limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
. interactions, and cellular adhesin molecules like selectins and integrins. For instance, transduction of signals 
that regulate cell growth and differentiation is regulated in part by phosphorylation of various; cellular proteins. 

30 Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples 
include fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins , for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 

35 of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
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Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. The results of such efforts are provided herein. 



71. PRQ162 

Pancreatitis-associated protein (PAP) is a secretory protein that is overexpressed by the pancreas during 
5 acute pancreatitis. Serum PAP concentrations have been shown to be abnormally high in patients with acute 
pancreatitis. Pezzilli et al.. Am. J. Gastroenterol., 92(10): 1887-1890 (1997). 

PAP is synthesized by the pancreas due to pancreatic inflammation and has been shown to be a good 
serum marker for injury of the pancreas. In addition, serum PAP levels appear to strongly correlate with 
creatinine clearance measurements. In patients with a pancreas-kidney transplantation, PAP may prove to be 
10 a useful biological and histological marker of pancreatic graft rejection. Van der Pijl et al.. Transplantation. 
63(7):995-1003 (1997). Further, PAP has been shown to be useful in screening neonates for cystic fibrosis. 
In fact, PAP may discriminate cystic fibrosis neonates with better specificity than the current immunoreactive 
tryps is assay. Iovanna et al.^ C. R. Acad. Aci. HI. 317(6):561-564. 

Secreted proteins such as PAP have various industrial applications, including pharmaceuticals, 
15 . diagnostics, biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
20 . Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. Examples of screening methods and techniques are described in the 
literature [see, for example, Klein et ah, Proc. Natl. Acad. ScL. 93:7108-7113 (1996); U.S. Patent No. 
5,536,637)]. The results of such efforts are presented herein. 

25 72. PRQ788 

Anti-neoplastic urinary protein (ANUP) was identified as the major protein present in a fraction of 
human urine which exhibits antiproliferative activity against human tumor cell lines without affecting the growth 
of several normal diploid cell lines or tumor cells of mouse or hamster origin. Sloane et al., Biochem. J. . 
234(2):355-362 (1986). 

30 ANUP is a unique cytokine that has been found in human granulocytes. The N-terminal amino acid 

sequence has been shown to be unique. A synthetic peptide corresponding to the first nine residues, with Cys 
at positions 4 and 7, was found to be an anti-tumor agent in vitro. Ridge and Sloane, Cytokine. 8(1): 1-5 (1996). 

Secreted proteins such as ANUP have various industrial applications, including pharmaceuticals, 
diagnostics, biosensors and bioreactors. Most protein drugs available at present; such as thrombolytic agents, 

35 interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. 
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Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. Many 
efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences 
for novel secreted proteins. Examples of screening methods and techniques are described in the literature {see, 
for example, Klein et al., Prnc Natl. Acad. ScL. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

5 73. PRO1008 

DickkopM (dkk-1) is a member of a family of secreted proteins and functions in head induction. Dkk-1 
is an inducer of Spemann organizer in amphibian embryos. Glinka, et al. , Nature . 391(6665):357t362 (1998). 
Dkk-1 is a potent antagonist of Wnt signalling, suggesting that dkk genes encode a family of secreted Wnt 
inhibitors. Thus, dkk-1 family members and related molecules are of interest. 

10 More generally, all extracellular proteins are of interest since they can play an important role in the 

formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g., 
proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment. This information is often transmitted by secreted 
polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 

15 neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 

Secretedproteins have various industrial applications, including pharmaceuticals , diagnostics , biosensors 
and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 

20 erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins, 
particularly those related to dkk- 1 . Many efforts are focused on the screening of mammalian recombinant DNA 
libraries to identify the coding sequences for novel secreted proteins. Examples of screening methods and 

25 techniques are described in the literature [see, for example, Klein etal., Proc. Natl. Acad. Sci. . 93:7108-7113 
(1996); U.S. Patent No. 5,536,637)]. The results of such efforts to identify molecules related to dkk-1 are 
provided herein. 

74. PRO1012 

30 Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 

refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al., J. Biol. Chem. 239:1406-1410 (1964) and Epstein et al., Cold Spring Harbor Svmp. Quant. 
Biol . 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 

35 endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C -terminus. Protein disulfide isomerase and related proteins are further described in Laboissiere, 
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et al., J. Bio!. Chem .. 270(47:28006-28009 (1995); Jeenes, el al.. Gene , 193(2): 151-156 (1997; Koivunen, el 
al. t Genomics . 42(3):397-404 (1997); and Desilva, et al., DNA Cell Biol. . 15(1):9-I6 (1996). These studies 
indicate the importance of the identification of protein disulfide related proteins. 

More generally, the identification of all extracellular and membrane-bound proteins is of interest since 
they play important roles in the formation, differentiation and maintenance of multicellular organisms. The fate 
5 of many individual cells, e.g.; proliferation, migration, differentiation, or interaction with other cells, is typically 
governed by information received from other cells and/or the immediate environment. This information is often 
transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, 
differentiation factors, neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 
0 through the cellular secretory pathway to reach their site of action in the extracellular environment, usually at 
a membrane-bound receptor protein. 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 
biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
15 proteins. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 
agents. Receptor immnnoadhesins, for instance, can be employed as therapeutic agents to block receptor-ligand 
interaction. Membrane-bound proteins can also be employed for screening of potentiaLpeptide or small molecule 
inhibitors of the relevant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
20 interactions, and cellular adhesin molecules like selectins and integrins. Transduction of signals that regulate 
cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 
tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

25 Of particular interest are cellular proteins having endoplasmic reticulum (ER) retention signals. These 

proteins are retained in the cell and function closely with endoplasmic reticulum in protein production. Such 
proteins have been described previously, i.e., see Shorrosh and Dixon, Plant J. . 2(l):51-58 (1992). 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
membrane-bound receptor proteins, and in particular, cellular proteins having ER retension signals. Many 
30 efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences 
for novel secreted and membrane-bound receptor proteins. Examples of screening methods and techniques are 
described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci.. 93:7108-7113 (1996); U.S. 
Patent No. 5,536,637)]. The results of such efforts, particularly the identification of novel polypeptides and 
nucleic acids encoding the same, which have sequence identity and similarity to protein disulfide isomerase are 
35 presented herein. 
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75. PRO1014 

Oxygen free radicals and antioxidants appear to play an important role in the central nervous system 
after cerebral ischemia and reperfusion. Moreover, cardiac injury, related to ischaemia and reperfusion has been 
reported to be caused by the action of free radicals. Additionally, studies have reported that the redox state of 
the cell is a pivotal determinant of the fate of the cells. Furthermore, reactive oxygen species have been reported 

5 to be cytotoxic , causing inflammatory disease , including tissue necrosis, organ failure, atherosclerosis , infertility, 
birth defects, premature aging, mutations and malignancy. Thus, the control of oxidation and reduction is 
important for a number of reasons including for control and prevention of strokes, heart attacks, oxidative stress 
and hypertension. In this regard, reductases, and particularly, oxidoreductases, are of interest. Publications 
further describing this subject matter include Kelsey, et al., Br. J. Cancer. 76(7):852-4 (1997); Friedrich and 

10 Weiss, J. Theor. Biol. . lS7(4):529-40 (1997) and Pieulle, et al., J. Bacteriol. . 179(1 8):5684-92 (1997). 

In addition to reductases in particular, novel polypeptides are generally of interest. Extracellular 
proteins play an important role in the formation, differentiation and maintenance of multicellular organisms. The 
fate of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is 

1 5 typically governed by information received from other cells and/or the immediate environment. This information 
is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, 
differentiation factors , neuropeptides , and hormones) which are, in turn, received and interpreted by diverse cell 
receptors or membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass 
through the cellular secretory pathway to reach their site of action in the extracellular environment. 

20 Secreted proteins have various industrial applications, including pharmaceuticals , diagnostics , biosensors 

and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts are being 
undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are focused 

25 on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel secreted 
proteins. Examples of screening methods and techniques are described in the literature [see, for example, Klein 
et al., Proc. Natl. Acad. Sci. . 93:7108-71 13 (1996); U.S. Patent No. 5,536,637)]. The results of such efforts, 
particularly those identifying polypeptides having sequence identity with reductases, and the nucleic acids 
encoding the same, are presented herein. 

30 

76. PRO1017 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules , the controlled release and utilization of chemical energy, and other processes 
necessary, to sustain life. Sulfotransferases are enzymes which transfer sulfate from a sulfate donor to acceptor 
35 substrates , particularly those containing terminal glucoronic acid . The HNK- 1 carbohydrate epitope is expressed 
on several neural adhesion glycoproteins and a glycolipid, and is involved in cell interactions. The 
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glucuronyltransferase and sulfotransferase are considered to be the key enzymes in the biosynthesis of this 
epitope because the rest of the structure occurs often in glycoconjugates. HNK-1 sulfotransfererase is further 
described in Bakker, H„ et al., J. Biol. Chem. . 272(47):29942-29946 (1997). 

In addition to HNK-I sulfotransfererase, and novel proteins related thereto, all novel proteins are of 
interest. Extracellular and membrane-bound proteins play important roles in the formation, differentiation and 
5 maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration* 
differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, mfferendationfactors,neuror>epddes,andhormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
10 polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment, usually at a membrane-bound receptor protein. 

Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 
biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
15 proteins. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 
agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-ligand 
interaction. Membrane-bound proteins can also be employed for screening of potential peptide or small molecule 
inhibitors of the relevant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
20 interactions, and cellular adhesin molecules like selectins and integrins. Transduction of signals that regulate 
cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 
tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
25 membrane-bound receptor proteins, particularly those having sequence identity with HNK-1 sulfotransferase. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods and 
techniques are described in the literature {see, for example, Klein et al. , Proc. Natl. Acad. Sci.» 93:1 10&-7 1 1 3 
(1996); U.S. Patent No. 5,536,637)]. The results of such efforts are provided herein. 

30 

77. PRQ474 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 
necessary to sustain life. Glucose dehydrogenase functions in the oxidation of glucose to gluconate to generate 
35 metabolically useful energy. The regulation of the PQQ-linked glucose dehydrogenase in different organisms 
is reviewed in Neijssel, et al., Antonie Van Leeuwenhoek. 56(l):51-6i (1989). Glucose dehydrogenase 
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functions as an auxiliary energy generating mechanism, because it is maximally synthesized under conditions 
of energy stress. In addition to molecules related lo glucose dehydrogenase, all novel proteins are of interest. 
Extracellular and membrane-bound proteins play important roles in the formation, differentiation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received from other cells 

5 and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment, usually at a membrane-bound receptor protein. 

10 Secreted proteins have various industrial applications, including use as pharmaceuticals, diagnostics, 

biosensors and bioreactors. In fact, most protein drugs available at present, such as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory 
proteins. Their receptors, which are membrane-bound proteins, also have potential as therapeutic or diagnostic 
agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-Iigand 

15 interaction. Membrane-bound proteins can also be employed for screening of potential peptide or small molecule 
inhibitors of the relevant receptor/ligand interaction. Such membrane-bound proteins and cell receptors include, 
but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
interactions, and cellular adhesin molecules like selectins and integrins. Transduction of signals that regulate 
cell growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein 

20 tyrosine kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
fibroblast growth factor receptor and nerve growth factor receptor. 

Efforts are being undertaken by both industry and academia to identify new, native secreted and 
membrane-bound receptor proteins, and particularly cellular proteins and those related to dehydrogenase or 
oxidoreductase. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify 

25 the coding sequences for novel secreted and membrane-bound receptor proteins. Examples of screening methods 
and techniques are described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci.. 93:7108- 
71 13 (1996); U.S. Patent No. 5,536,637)]. The results of such efforts are presented herein. 

78. PRO1031 

30 It has been reported that the cytokine interleukin 17 (IL- 17) stimulates epithelial, endothelial^ and 

fibroblastic cells to secrete cytokines such as IL-6, IL-8, and granulc>cyte-colony-stimulatmg factor, as well as 
prostaglandin E2. Moreover, it has been shown that when cultured in the presence of IL-17, fibroblasts could 
sustain proliferation of CD34 + preferential maturation into neutrophils. Thus it has been suggested that 11^ 17 
constitutes an early initiator of the T cell-dependent inflammatory reaction and/or an element of the cytokine 

35 network that bridges the immune system to hematopoiesis. See, Yao, et al., J. Immunol .. 155(1 2): 5483-5486 
(1995); Fossiez, et al., J. Exp. Med. . 183(6):2593-2603 (1996); Kennedy, et al., J. Interferon Cytokine Res. . 
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16(8):61 1-617 (1996). Thus, proteins related to IL-17 are of interest. 

More generally, all novel proteins are of interest. Extracellular proteins play an important role in the 
formation, differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g., 
proliferation, migration,- differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment. This information is often transmuted by secreted 

5 polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass through the 
cellular secretory pathway to reach their site of action in the extracellular environment. 

Secreted proteins have various industrial applications , including pharmaceuticals, diagnostics, biosensors 

10 and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, interleukins, 
erythropoietins , colony stimulating factors, and various other cytokines, are secretory proteins. Their receptors, 
which are membrane proteins, also have potential as therapeutic or diagnostic agents. 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins, 
particularly those related to IL-17. Many efforts are focused on the screening of mammalian recombinant DNA 

15 libraries to identify the coding sequences for novel secreted proteins. Examples of screening methods and 
techniques are described in the literature [see, for example, Klein et al., Proc. Natl. Acad. Sci.. 93:7108-71 13 
(1996); U.S. Patent No. 5,536,637)]. The results of such efforts are presented herein. 

79. PRQ938 

20 Protein disulfide isomerase is an enzymatic protein which is involved in the promotion of correct 

refolding of proteins through the establishment of correct disulfide bond formation. Protein disulfide isomerase 
was initially identified based upon its ability to catalyze the renaturation of reduced denatured RNAse 
(Goldberger et al., J. Biol. Chem. 239:1406-1410 (1964) and Epstein et al, Cold Spring Harbor Svmp. Quant. 
Biol . 28:439-449 (1963)). Protein disulfide isomerase has been shown to be a resident enzyme of the 

25 endoplasmic reticulum which is retained in the endoplasmic reticulum via a -KDEL or -HDEL amino acid 
sequence at its C-tentiinus. Protein disulfide isomerase and related proteins are further described in Laboissiere, 
et al., J. Biol. Chem. . 270(471:28006-28009 (1995); Jeenes, et al., Gene. 193(2) : 151-156 (1997); Koivunen, - 
et al., Genomics. 42(31:397-404 (1997); Desflva, et al., DNA Cell Biol .. 15(1) :9-16 (1996); Freedman, et al. 
Trends in Biochem. Sci. 19:331-336 (1994); Bulleid, N J. Advances in Prot. Chem. 44:125-50 (1993); and 

30 Noiva, R.. Prot. Exp, and Purification 5:1-13(1994). These studies indicate the importance of the identification 
of protein disulfide related proteins. i 

More generally, and also of interest are all novel membrane-bound proteins and receptors. Such 
proteins can play an important role in the formation, differentiation and maintenance of multicellular organisms. 
The fate of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, 

35 is typically governed by information received from other cells and/or the immediate environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, 
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cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound proteins; Such membrane-bound proteins and cell 
receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors 
involved in cell-cell interactions, and cellular adhesin molecules like selectins and integrins. For instance, 
transduction of signals that regulate cell growth and differentiation is regulated in part by phosphorylation of 

5 various cellular proteins. Protein tyrosine kinases, enzymes. that catalyze thai process, can also act as growth 
factor receptors. Examples include fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 

10 of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Given the importance of membrane bound proteins, efforts are under way to identity novel membrane 
bound proteins. Moreover, given the importance of disulfide bond- forming enzymes and their potential uses in 
a number of different applications, for example in increasing the yield of correct refolding of recombinantly 
produced proteins, efforts are currently being undertaken by both industry and academia to identify new, native 

15 proteins having sequence identity with protein disulfide isomer ase. Many of these efforts are focused on the 
screening of mammalian recombinant DN A libraries to identify the coding sequences for novel protein disulfide 
isomerase homologs. 

We herein describe the identification and characterization of a novel polypeptide having homolpgy to 
protein disulfide isomerase. 

20 

80. PRO1082 

The low density lipoprotein (LDL) receptor is a membrane-bound protein mat plays a key role in 
cholesterol homeostasis, mediating cellular uptake of lipoprotein particles by high affinity binding to its ligands, 
apolipoprotein (apo) B-100 and apoE. The ligand-binding domain of the LDL receptor contains 7 cysteine-rich 
- 25 repeats of approximately 40 amino acids, wherein each repeat contains 6 cysteines, which form 3 intra-repeat 
disulfide bonds . These unique structural features provide the LDL receptor with its ability to specifically interact 
with apo B-100 and apoE, thereby allowing for transport of these lipoprotein particles across cellular membranes 
and metabolism of their components. Soluble fragments containing the extracellular domain of the LDL receptor 
have been shown to retain the ability to interact with its specific lipoprotein ligands (Simmons et al., J. Biol. 

30 Chem. 272:25531-25536 (1997)). LDL receptors are further described in Javitt, FASEBJ.., 9(13): 1378-1381 
(1995) and Herz and Willnow, Ann. NY Acad. Sri :, 737: 14-19 (1994). Thus, proteins having sequence identity 
with LDL receptors are of interest. 

More generally , all membrane-bound proteins and receptors can play an important role in the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells , e .g. , proliferation , 

35 migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
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(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transducuon of signals that regulate cell growth and differentiation is 
5 regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor. Of particular interest are membrane bound proteins that have type II 
transmembrane domains. 

10 Membrane-bound proteins and receptor molecules have various industrial applications, including as 

pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are thus being undertaken by both industry and academia to identify new, native proteins, 

15 particularly membrane bound proteins including type II transmembrane bound proteins. Many efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
receptor proteins. The results of such efforts are provided herein. 

81. PRO1083 

20 Of particular interest are membrane bound proteins that belong to the seven transmembrane (7TM) 

receptor superfamily. Examples of these receptors include G-protein coupled receptors such as ion receptors. 
Another example of a 7TM receptor superfamily member is described in Osterhoff, et al., DNA Cell Biol., 
16(4):379-389 (1997). 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
25 pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interaction. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
30 sequences for novel receptor proteins. The results of such efforts are presented herein. 

82. PRO200 

Polypeptides involved in survival, proliferation and/or differentiation of cells are of interest. 
Polypeptides known to be involved in the survival, proliferation and/or differentiation of cells include VEGF 
35 and members of the bone morphogenetic protein family. Therefore, novel polypeptides which are related to 
either VEGF or the bone morphogenetic protein are of interest. 
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The heparin-binding endothelial cell-growth factor, VEGF, was identified and purified from media 
conditioned by bovine pituitary follicular or follicuio-stellate cells over several years ago. See Ferrara et a/., 
Biophys. Res. Comm. 161, 851 (1989). VEGF is a naturally occurring compound that is produced in follicular 
or foUicuIo-stellate cells (FC), a morphologically wetl characterized population of granular cells. The FC are 
stellate cells that send cytoplasmic processes between secretory cells. 
5 VEGF is expressed in a variety of tissues as multiple horaodimeric forms (121 , 165, 189 and 206 amino 

acids per monomer) resulting from alternative RNA splicing. VEGF I2I is a soluble mitogen that does not bind 
heparin; the longer forms of VEGF bind heparin with progressively higher affinity. The heparin-binding forms 
of VEGF can be cleaved in the carboxy terminus by plasmin to release (a) diffusible form(s) of VEGF. Amino 
acid sequencing of the carboxy terminal peptide identified after plasmin cleavage is Arg ll0 -Ala m . Amino 
10 terminal "core" protein, VEGF ( 1-1 10) isolated as a homodimer, binds neutralizing monoclonal antibodies (4.6. 1 
and 2E3) and soluble forms of FMS-like tyrosine kinase (FLT-1), kinase domain region (KDR) and fetal liver 
kinase (FLK) receptors with similar affinity compared to the intact VEGF I65 homodimer. 

As noted, VEGF contains two domains that are responsible respectively for binding to the KDR and 
FLT-1 receptors. These receptors exist only on endothelial (vascular) cells. As cells become depleted in 
15 oxygen, because of trauma and the like, VEGF production increases in such cells which then bind to the 
respective receptors in order to signal ultimate biological effect. The signal then increases vascular permeabUiry 
and the cells divide and expand to form new vascular pathways - vasculogenesis and angiogenesis. 

Thus, VEGF is useful for treating conditions in which a selected action on the vascular endothelial cells, 
in the absence of excessive tissue growth, is important, for example, diabetic ulcers and vascular injuries 
20 resulting from trauma such as subcutaneous wounds; Being a vascular (artery and venus) endothelial cell growth 
factor, VEGF restores cells that are damaged, a process referred to as vasculogenesis, and stimulates the 
formulation of new vessels, a process referred to as angiogenesis. 

VEGF would also find use in the restoration of vasculature after a myocardial infarct, as well as other 
uses that can be deduced. In this regard, inhibitors of VEGF are sometimes desirable, particularly to mitigate 
25 processes such as angiogenesis and vasculogenesis in cancerous cells. 

Regarding the bone morphogehetic protein family, members of this family have been reported as being 
involved in the differentiation of cartilage and the promotion of vascularization and osteoinductkm in preformed 
hydroxyapatite. Zou, et al „ Genes Dev . (U.S.), 11(17):2191 (1997); Levine, et al., Ann. Plast. Surg ., 
39(2):158 (1997). A number of related bone morphogenetic proteins have been identified, all members of the 
30 bone morphogenetic protein (BMP) family. Bone morphogenetic natiye and mutant proteins, nucleic acids 
encoding therefor, related compounds including receptors, host cells and uses are further described m at least: 
U.S. Patent Nos; 5,670,338; 5,454,419; 5,661,007; 5,637,480; 5,631 ,142; 5,166,058; 5,620,867; 5,543,394; 
4,877,864; 5,013,649; 55,106,748; and 5,399,677. Of particular interest are proteins having homology with 
bone morphogenetic protein 1 , a procollagen C-proteinase that plays key roles in regulating matrix deposition. 
35 The present invention is predicated upon research intended to identify novel polypeptides which are 

related to VEGF and the BMP family, and in particular, polypeptides which have a role in the survival, 
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proliferation and/or differentiation of cells. While the novel polypeptides are not expected to have biological 
activity identical to the known polypeptides to which they have homology, the known polypeptide biological 
activities can be used to determine the relative biological activities of the novel polypeptides. In particular, the 
novel polypeptides described herein can be used in assays which are intended to determine the ability of a 
polypeptide to induce survival, proliferation or differentiation of cells. In turn, the results of these assays can 
5 be used accordingly, for diagnostic and therapeutic purposes. The results of such research is the subject of the 
present invention. 

83. PRQ285 and PRQ286 

The cloning of the Toll gene of Drosophila, a maternal effect gene that plays a central role in the 
10 establishment of the embryonic dorsal-ventral pattern, has been reported by Hashimoto et of. , Cell 52, 269-279 
(1988). The Drosophila Toll gene encodes an integral membrane protein with an extracytoplasmic domain of 
803 amino acids and a cytoplasmic domain of 269 amino acids. The extracytoplasmic domain has a potential 
membrane-spanning segment, and contains multiple copies of a leucine-rich segment, a structural motif found 
in many transmembrane proteins, The Toll protein controls dorsal-ventral patterning in Drosophila embryos 
15 and activates the transcription factor Dorsal upon binding to its ligand Spatzle. (Morisato and Anderson, CeJI 
76, 677-688 (1994).) In adult Drosophila, the Toll/Dorsal signaling pathway participates in me anti-fungal 
immune response. (Lenaitre et al. t CeJL 86, 973-983 (1996).) 

Ahumanhomplogueof the Pro^pfoTaToUprotem has been described by Medzhitovetal., Nature 388, 
394-397 (1997). This human Toll, just as Drosophila Toll, is a type I transmembrane protein, with an 
20 extracellular domain consisting of 21 tandemly repeated leucine-rich. motifs (leucine-rich region - LRR), 
separated by a non-LRR region, and a cytoplasmic domain homologous to the cytoplasmic domain of the human 
interleukin-1 QL-l) receptor. A constitutively active mutant of the human Toll transfected into human cell lines 
was shown to be able to induce the activation of NF-kB and the expression of NF-KB-controlIed genes for the 
inflammatory cytokines IH, 11^6 and IL-8, as well as the expression of the constimulatory molecule B7. 1, 
25 which is required for the activation of native T cells. It has been suggested that Toll functions in vertebrates as 
a non-clonal receptor of the immune system, which can induce signals for activating both an innate and an 
adaptive immune response in vertebrates. The human Toll gene reported by Medzhitpv et ah, supra was most 
strongly expressed in spleen and peripheral blood leukocytes (PBL), and the authors suggested that its expression 
in other tissues may be due to the presence of macrophages and dendritic cells, in which it could act as an early- 
30 warning system for infection. The public GenBank database contains the following Toll sequences: Toll 1 
(DNAX# HSU88540-1 , which is identical with the random sequenced full-length cDNA #HUMRSC786-1); Toll2 
(DNAX# HSU88878-1); Toll3 (DNAX# HSU88879-1); and Toll4 (DNAX# HSU88880-1, which is identical 
wuhme DNAseo^ence rerwrted by M supra): A partial Toll sequence (Toll5) is available from 

GenBank under DNAX# HSU88881-1 . 
35 Further human hqmolpgues of the Drosophila Toll protein, designated as Toll-like receptors (huTLRsl - 

5) were recently cloned and shown to mirror the tor^raphic strucmre of the et 
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al. Prnr Natl. Acad. Sci. USA 95. 588-593 [1998]). Overexpression of a constituuvely active mutant of one 
human TLR (Toll-protein homologue - Medzhitov a al, supra; TLR4 - Rock et al, supra) leads to the 
activation of NF-icB and induction of the inflammatory cytokines and constimulatory molecules. Medzhitov et 
al., supra. 

5 84. PRQ213-1. PPOISW and PRQ1449 

Cancer is characterized by the increase in the number of abnormal, or neoplastic, cells derived from 
a normal tissue which proliferate to form a tumor mass, the invasion of adjacent tissues by these neoplastic tumor 
cells, and the generation of malignant cells which eventually spread via the blood or lymphatic system to regional 
lymph nodes and to distant sites (metastasis). In a cancerous state a cell proliferates under conditions in which 
10 normal cells would not grow. Cancer manifests Itself in a wide variety of forms, characterized by different 
degrees of invasiveness and aggressiveness. 

Alteration of gene expression is intimately related to the uncontrolled cell growth and de-differentiation 
which are a common feature of all cancers: The genomes of certain well studied tumors have been found to 
snow decreased expression of recessive genes, usually referred to as tumor suppression genes, which would 
15 normally function to prevent malignant cell growth, and/or overexpression of certain dominant genes, such as 
oncogenes, that act to promote malignant growth. Each of these genetic changes appears to be responsible for 
importing some of the traits that, in aggregate, represent the full neoplastic phenotype (Hunter. Cell 64, 1 129 
[1991]; Bishop. Cell 64. 235-248 [1991]). 

A well known mechanism of gene (e.g. oncogene) overexpression in cancer cells is gene amplification. 
20 This is a process where in the chromosome of the ancestral cell multiple copies of a particular gene are 
produced. The process involves unscheduled replication of the region of chromosome comprising the gene , 
followed by recombination of the replicated segments back into the chromosome (Alitalo et al.. Adv. Cancer 
Res. 47, 235-281 [1986]). It is believed that the overexpression of the gene parallels gene amplification, i.e. 
is proportionate to the number of copies made. 
25 Proto-oncogenes that encode growth factors and growth factor receptors have been identified to play 

important roles in the pathogenesis of various human malignancies, including breast cancer. For example, it has 
been found that the human ErbB2 gene (erbB2, also known as her2, or c-erbB-2), which encodes a 185-kd 
transmembrane glycoprotein receptor (pl85HER2; HER?) related to the epidermal growth factor receptor 
(EGFR), is overexpressed in about 25% to 30% of human breast cancer (Slamon et al.. Science 235:177-182 
30 [1987]; Slamon etal.. Science 244:707-712 [1989]). 

It has been reported that gene amplification of a protooncogene is an event typically involved in the 
more malignant forms of cancer, and could act as a predictor of clinical outcome (Schwab et al., Genes 
Chromosomes Cancer 1. 181-193 [1990]; Alitalo et al., supra). Thus. erbB2 overexpression is commonly 
regarded as a predictor of a poor prognosis, especially in patients with primary disease that involves axillary 
35 lymph nodes (Slamon et al.. [1987] and [1989], supra; Ravdin and Chamness. Gene 159:19-27 [1995]; and 
Hynes and Stern, Biochem Biopbys Acta 1198: 165-184 [1994]). and has been linked to sensitivity and/or 
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resistance to hormone therapy and chemotherapeutic regimens, including CMF (cyclophosphamide, 
methotrexate, and fluoruracil) and anthracyciines (Baselga et aL, Oncology 11 (3 Suppl I): 43-48 [1997]). 
However, despite the association of erbB2 overexpression with poor prognosis, the odds of HER2-positive 
patients responding clinically to treatment with taxanes were greater than three times those of HER2-negative 
patients (Ibid). A recombinant humanized anti-ErbB2 (anti~HER2) monoclonal antibody (a humanized version 
5 of the murine anti-ErbB2 antibody 4D5, referred to as rhuMAb HER2 or Herceptin 76) has been clinically 
active in patients with ErbB2-overexpressing metastatic breast cancers that had received extensive prior 
anticancer therapy. (Baselga et aL, J. Clin. Oncol. 14:737-744 [1996]). 

The protein Notch and its homologues are key regulatory receptors in determining the cell fate in 
various development processes. The protein Notch-4, also known as int-3 oncogene, was originally identified 
10 as a frequent target in mouse mammary tumor virus (MMVS). Notch-4 is believed to be a transgene which 
affects the differentiation capacity of stem cells and leads to neoplastic proliferation in epithelial cells. Shirayoshi 
et aL, Genes Cells 2(3): 213-224 (1997). During embryogenesis, the expression of Notch-4 was detected in 
endothelial cells of blood vessels forming tissues such as the dorsal aorta, intersegmental vessels* yolk sac 
vessels, cephalic vessels, heart, vessels in branchial arches, and capillary plexuses. Notch-4 expression in these 
15 tissues was also associated with flk-1 , the major regulatory gene of vasculogenesis and angiogenesis. Notch-4 
is also upregulated in vitro during the differentiation of endothelial stem cell. The endothelial cell specific 
expression pattern of Notcrnt, as well as its structural similarity to Notch suggest that Notch-4 is an endothelial 
cell specific homologue of Notch and that it may play a role in vaculogenesis and angiogenesis. 

20 85, PRQ298 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. We herein describe the identification and characterization of novel 
transmembrane polypeptides, designated herein as PR0298 polypeptides. 

25 .. . 

86. PRQ337 

Neuronal development in higher vertebrates is characterized by processes that must successfully navigate 
distinct ceUular environment en route to their synaptic targets. The result is a functionally precise formation of 
neural circuits. The precision is believed to result form mechanisms that regulate growth cone pathfmding and 
30 target recognition, followed by latter refinement and remodeling of such projections by events that require 
neuronal activity, Goodman and Shatz, Cell/Neuron [SuppL] 72(10): 77-98 (1993). It is further evident that 
different neurons extend nerve fibers that are biochemically distinct and rely on specific guidance cues provided 
by cell-cell, cell-matrix, and chemotrophic interactions to reach their appropriate synaptic targets, Goodman et 
aL, supra. 

35 One particular means by which diversity of the neuronal cell surface may be generated is through 

differential expression of cell surface proteins referred to as cell adhesion molecules (CAMs). Neuronally 
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expressed CAMs have been implicated in diverse developmental processes, including migration of neurons along 
radial glial cells, providing permissive or repulsive substrates for neurite extension, and in promoting the 
selective fasci^^ Jessel, Neuron 1: 3-13 (1988); Edelman and Crossin, 

Annu. Rev. Biochem. 60: 155-190 (1991). Interactions between CAMs present on the growth cone membrane 
and molecules on opposing cell membranes or in the extracellular matrix are thought to provide the specific 
5 guidance cues that direct nerve fiber outgrowth along appropriate projectionai pathways. Such interactions are 
likely to result in the activation of various second messenger systems within the growth cone that regulate neurite 
outgrowth. Doherty and Walsh, Curx. Opin Neurobiol. 2: 595-601 (1992). 

In higher vertebrates, most neural CAMs have been found tobe members of three major structural 
families of proteins: the integrins, the cadherins, and the immunoglobulin gene superfamily (IgSF). Jessel, 
10 supra.; Takeichi, Annu. Rev. Biochem. 59: 237-252 (1990); Reichardl and Tomaselli, Annu, Rev. Neurosci. 
14: 531-570 (1991). Cell adhesion molecules of the IgSF (or Ig-CAMs). in particular, constitute a large family 
of proteins frequently implicated in neural cell interactions and nerve fiber outgrowth during development, Salzer 
andColman. Dev. Neurosci. 11: 377-39tf (1989); Brarnmendorf and Rathjen, J. Neurochem. 61: 1207-1219 
(1993). However, the majority of mammalian Ig-CAMs appear to be too widely expressed to specify 
15 navigational pathways or synaptic targets suggesting that other CAMs, yet to be identified, have role in these 
more selective interactions of neurons : 

Many of the known neural Ig-CAMs have been found to be attached to the plasma membrane via a 
glycosylphosphatidylinositol (GPI) anchor. Additionally, many studies have implicated GPI-anchored proteins 
in providing specific guidance cues during the outgrowth on neurons in specific pathways. In studies of the 
20 grasshopper nervous system, treatment of embryos with phosphatidylinositol-specific phopholipase C (PIPLC), 
which selectively removes GPI-anchored proteins from the surfaces of cells, resulted in misdirection and faulty 
navigation among subsets of pioneering growth cones, as well as inhibited migratory patterns of a subset of early 
neurons, Chang etaL ,DeveL 114:507-519 (1992). the projection of retinal fibers to the optic tectum appears 
to depend, in part, on a 33 kDa GPI-anchored protein, however, the precise nature of this protein is unknown. 
25 Stahletal., Neuron 5: 735-743 (1990). 

The expression of various GPI-anchored proteins has been characterized amongst the different 
populations of primary rat neurons amongst dorsal root ganglion, sympathetic neurons of the cervical ganglion, 
sympathetic neurons of the superior cervical ganglion, and cerebellar gra^ Rosen etal., J. Cell Biol. 

1 17: 617-627 (1992). In contrast to the similar pattern of total membrane protein expression by these different 
30 types of neurons, striking differences were observed in the expression of GPI-anchored proteins between these 
neurons. Recently, a 65 kDa protein band known as neurotrimin was discovered and found to be differentially 
expressed by primary neurons (Rosen et al., supra), and restricted to the nervous system and found to be the 
most abundant and earliest expressed of the GPI-anchored species in the CNS. Stnryk et al., J. Neuroscience 
15(3): 2141-2156 (1995). The discovery of neurotrimin has further lead to the identificationof a family of IgSF 
35 members, each containing three Ig-Iike domains that share significant amino acid identity, now termed IgLON . 
Struyk et al., supra; Pimenta et al.. Gene 170(2): 189-95 (1996). 
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Additional members of the IgLON subfamily include opiate binding cell adhesion molecule (OBCAM), 
Schofield et ah, EMBO J. 8: 489-495 (1989); limbic associated membrane protein (LAMP), Pimenta et al., 
supra; CEPU-1; GP55, WUsonet al J. Cell Sci. 109: 3129-3138 (1996); Eur. J. Neurosci. 9(2): 334-41 (1997); 
and AvGp50, Hancox et al., Brain Res. Mol. Brain Res. 44(2): 273-85 (1997). 

While the expression of neurotrimin appears to be widespread, it does appear to correlated with the 
5 development of several neural circuits. For example, between E18 and P10, neurotimin mRNA expression 
within the forebrain is maintained at high levels in neurons of the developing thalamus, cortical subplate, and 
cortex, particularly laminae V and VI (with less intense expression in II, II, and IV, and minimal expression in 
lamina I). Cortical subplate neurons may provide an early, temporary scaffold for the ingrowing thalamic 
afferents en route to their final synaptic targets in the cortex. Allendoerfer and Shatz, Annu. Rev. Neurosci. 
10 17: 185-218 (1994). Conversely, subplate neurons have been suggested to be required for cortical neurons from 
layer V to select VI to grow into the thalamus, and neurons from layer V to select their targets in the colliculus. 
pons, and spinal cord (McConnell et al., J. Neurosci. 14: 1892-1907 (1994). The high level expression of 
neurotrimin in many of these projections suggests that it could be involved in their development. 

In the hihdbrain, high levels of neurotrimin message expression were observed within the pontine 
15 nucleus and by the internal granule cells and Purkinje cells of the cerebellum. The pontine nucleus received 
afferent input from a variety of sources including corticopontine fibers of layer V, and is a major source of 
afferent input, via mossy fibers, to the granule cells which, in turn, are a major source of afferent input via 
parallel fibers to Purkinje cells. [Palay and Chan-Palay , The cerebellar cortex: cytology and organization. New 
York: Springer ( 1 974] . High level expression of neurotrimin these neurons again suggests potential involvement 
20 in the establishment of these circuits. 

Neurotrimin also exhibits a graded expression pattern in the early postnatal striatum. Increased 
neurotrimin expression is found overlying the dorsolateral striatum of the rat, while lesser hybridization intensity 
is seen overlying the ventromedial striatum. Struyk et all, supra! This region of higher neurotrimin 
hybridization intensity does not correspond to a cytoarchitecturally differentiable region, rather it corresponds 
25 to the primary area of afferent input from layer VI of the contralateral sensorimotor cortex (Gerfen, Nature 311: 
461-464 (1984); Donoghue and Herkenham, Brain Res. 365: 397-403 (1986)). The ventromedial striatum, by 
contrast, receives the majority of its afferent input from the perirhinal and association cortex. It is noteworthy 
that a complementary graded pattern of LAMP expression, has been observed within the striatium, with highest 
expression in ventromedial regions, and lowest expression dorsolaterally. Levitt, Science 223: 299-301 (1985); 
.30 Chesseletet al., Neuroscience 40: 725-733 (1991). , 

87. PRO403 

Type II transmembrane proteins , also known as single pass transmembrane proteins have an N-terminal 
portion lodged in the cytoplasm while the C-terminal portion is exposed to the extracellular domain. 
35 Endothelin is a family of vasoconstrictor peptides about which much activity has been focused to better 

understand its basic pharmacological, biochemical and molecular biological features, including the presence and 
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structure of isopeptides and their genes (endothelin- 1, -2 and u3), regulation of gene expression, intracellular 
processing, specific endothelin converting enzymes (ECE), receptor subtypes (ET-A and ET-B), inrraceilular 
signal transduction following receptor activation, etc. 

The endothelin (ET) family of peptides have potent vascular, cardiac and renal actions which may be 
of pathophysiological importance in many human disease states. ET-1 is expressed as an inactive 212 amino acid 
5 prepropeptide. The prepropeptide is first cleaved at Arg52-Cys53 and Arg92-Ala93 and then the carboxy 
terminal Lys91 and Arg92 are trimmed from the protein to generate the propeptide big ET-1 . 

Endothelin is generated from inactive intermediates, the big endothelins, by a unique processing event 
catalyzed by the zinc metalloprotease, endothelin converting enzyme (ECE). ECE was recently cloned, and its 
structure was shown to be a single pass transmembrane protein with a short intracellular N-terrninal and a long 
10 extracellular C-terminal that contains the catalytic domam and numerous N-glycosylation sites. ECEs cleave the 
endothelin propeptide between Trp73 and Val74 producing the active peptide, ET, which appears to function 
as a local rather than a circulating hormone (Rubanyi, G.M. & Polokoff, M.A., Pharmachological Reviews 46: 
325-415 (1994). Thus ECE activity is a potential site of regulation of endothelin production and a possible target 
for therapeutic intervention in the endothelin system. By blocking ECE activity, it is possible stop the production 
15 of ET- 1 by inhibiting the conversion of the relatively inactive precursor, big ET-1, to the physiologically active 
form. 

Endothelins may play roles in the pathophysiology of a number of disease states including: 1) 
cardiovascular diseases (vasospasm, hypertension, myocardial ischemia; reperfusion injury and acute 
myochardial infarction- stroke (cerebral ischemia), congestive heart failure, shock, atherosclerosis, vascular 
20 thickening); 2) kidney disease (acute and chronic renal failure, glomerulonephritis, cirrhosis); 3) lung disease 
(bronchial asthma, pulmonary hypertension); 4) gastrointestinal disorders (gastric ulcer, inflammatory bowel 
diseases); 5) reproductive disorders (premature labor, dysmenorhea, preeclampsia) and 6) carcinogenesis. 
Rubanyi & Polokoff, supra. 

25 SUMMARY OF THE INVENTION 

1. PRQ213 

Applicants have identified a cDN A clone that encodes a novel polypeptide, wherein the polypeptide is 
designated in the present application as "PR021 3*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
30 a PR0213 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0213 
polypeptide having amino acid residues 1 to 295 of Figure 2 (SEQ ID NO:2), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. to another embodiment, the invention provides isolated PR0213 polypeptide. 

In particular, the invention provides isolated native sequence PR0213 polypeptide, which in one embodiment, 
35 includes an amino acid sequence comprising residues 1 to 295 of Figure 2 (SEQ ID NO :2). 
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2. PRQ274 

Applicants have idemified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
designated in the present application as " PR0274". 

5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0274 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0274 
polypeptide having amino acid residues 1 to 492 of Figure 4 (SEQ ID NO:7), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

10 DNA39987-1 184 vector deposited on April 21, 1998 as ATCC 209786 which includes the nucleotide sequence 
encoding PR0274. 

In another embodiment, the invention provides isolated PR0274 polypeptide. In particular, the 
invention provides isolated native sequence PR0274 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 492 of Figure 4 (SEQ ID NO:7). An additional embodiment of the 
15 present invention is directed to an isolated extracellular domain of a PR0274 polypeptide. Optionally, the 
PR0274 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the DN A39987-1 1 84 vector deposited on April 2 1 , 1998 as ATCC 209786. 

In another embodiment, the invention provides three expressed sequence tags (EST) comprising the 
nucleotide sequences of SEQ ID NO: 8 (herein designated as,DNA17873), SEQ ID NO:9 (herein designated as 
20 DNA36157) and SEQ ID NO:10 (herein designated as DNA28929) (see Figure 5-7, respactively). 

3. PRO300 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
designated: in the present application as "PRO300". 

25 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO300 polypeptide. In one aspect; the isolated nucleic acid comprises DNA encoding the PRO300 
polypeptide having amino acid residues 1 to 457 of Figure 9 (SEQ ID NO:19), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

30 DNA40625-1 189 vector deposited on April 21, 1998 as ATCC 209788 which includes the nucleotide sequence 
encoding PRO300. 

In another embodiment, the invention provides isolated PRO300 polypeptide. In particular, the 
invention provides isolated native sequence PRO300 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 457 of Figure 9 (SEQ ID NO: 19); An additional embodiment of the 
35 present invention is directed to an isolated extracellular domain of a PRO300 polypeptide. Optionally, the 
PRO300 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by thexDNA insert of 
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4. PRQ284 

Applicants have identified a cDNA clone that encodes a novel transmembrane polypeptide, wherein the 
polypeptide is designated in the present application as "PR0284". 

5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0284 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0284 
polypeptide having amino acid residues 1 to 285 of Figure 1 1 (SEQ ID NO:28), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0284 

10 polypeptide having amino acid residues about 25 to 285 of Figure 1 1 (SEQ ID NO:28) or I or about 25 to X of 
Figure 11 (SEQ ID N0:28), where X is any amino acid from 71 to 80 of Figure 11 (SEQ ID NO:28), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA23318-1211 vector deposited on April 21, 1998 as ATCC 209787 which includes the 

15 nucleotide sequence encoding PR0284. 

In another embodiment, the invention provides isolated PRQ284 polypeptide. In particular, the 
invention provides isolated native sequence PR0284 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 285 of Figure 1 1 (SEQ ID NO:28). Additional embodiments of the 
present invention are directed to isolated PR0284 polypeptides comprising amino acids about 25 to 285 of Figure 

20 1 1 (SEQ ID NO:28) or 1 or about 25 to X of Figure 1 1 (SEQ ID NO:28), where X is any amino acid from 71 
to 80 of Figure II (SEQ ID NO:28). Optionally, the PR0284 polypeptide is obtained or is obtainable by 
expressing the polypeptide encoded by the cDNA insert of the DNA233 18-12 11 vector deposited on April 21, 
1998 as ATCC 209787. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
25 DNA12982 which comprises the nucleotide sequence of SEQ ID NO:29. 

In another embodiment, the invention provides an expressed sequelae tag (EST) designated hereto as 
DNA15886 which comprises the nucleotide sequence of SEQ ID NO:30* 

5. ... PRQ296 

30 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the 

sarcoma-amplified protein SAS, wherein the polypeptide is designated in the present application as "PR0296" . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0296 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0296 
polypeptide having amino acid residues 1 to 204 of Figure 15 (SEQ ID NO:36), or is complementary to such 

35 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other, aspects, the isolated nucleic acid comprises DNA encoding the PR0296 
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polypeptide having amino acid residues about 35 to 204 of Figure 15 (SEQ ID NO:36) or amino acid 1 or about 
35 to X of Figure 15 (SEQ ID NO:36), where X is any amino acid from 42 to 51 of Figure 15 (SEQ ID NO:36), 
or is complementary lo such encoding nucleic acid sequence, and remains stably bound to ii under at least 
moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise 
thecDNA insert of the DNA39979-12I3 vector deposited on April 21 , 1998 as ATCC 209789 which includes 

5 the nucleotide sequence encoding PR0296; 

In another embodiment, the invention provides isolated PRQ296 polypeptide. In particular, the 
invention provides isolated native sequence PR0296 polypeptide, which in one embodiment, includes an arnino 
acid sequence comprising residues 1 to 204 of Figure 15 (SEQ ID NO:36). Additional embodiments of the 
present invention are directed to PR0296 polypeptides comprising amino acids about 35 to 204 of Figure 15 

10 (SEQ ID NO:36) or amino acid 1 or about 35 to X of Figure 15 (SEQ ID NO:36), where X is any amino acid 
from 42 to 51 of Figure 15 (SEQ ID NO:36). Optionally, the PR0296 polypeptide is obtained or is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the DNA39979-12 1 3 vector deposited on April 

21, 1998 as ATCC 209789. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
15 DNA23020 comprising the nucleotide sequence of SEQ ID NO:37. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA21971 comprising the nucleotide sequence of SEQ ID NO: 38. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA29037 comprising the nucleotide sequence of SEQ ID NO:39. 

20 < 
6. PRQ329 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a high 
affinity immunoglobulin F c receptor, wherein the polypeptide is designated in the present application as 
"PR0329\ 

25 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0329 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0329 
polypeptide having amino acid residues 1 to 359 of Figure 20 (SEQ ID*NO:45), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

30 DNA40594-1233 vector deposited on February 5, 1998 as ATCC 2096 17 which includes the nucleotide sequence 
encoding PR0329. 

In another embodiment, the invention provides isolated PRQ329 polypeptide. In particular, the 
invention provides isolated native sequence PR0329 polypeptide, which in one embodiment, includes an arnino 
acid sequence comprising residues 1 to 359 of Figure 20 (SEQ ID N0:45). Optionally, the PR0329 polypeptide 
35 is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA40594-1233 
vector deposited on February 5, 1998 as ATCC 209617. 
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7. PRQ362 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to A33 
antigen and HCAR membrane-bound protein, wherein the polypeptide is designated in the present application 
as "PR0362". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
5 a PR0362 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0362 
polypeptide having amino acid residues 1 to 321 of Figure 22 (SEQ ID NO:52), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0362 
polypeptide having amino acid residues 1 to X of Figure 22 (SEQ ID NO:52) where X is any amino acid from 
10 amino acid 271 to 280, or is complementary to such encoding nucleic acid sequence, and remains stably bound 
to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequencemaycomprisemecDNAinsertoftheDNA45416-1251 vector deposited on February 5, 1998asATCC 

209620 which includes the nucleotide sequence eiKXxiing PR0362. 

In another embodiment, the invention provides isolated PR0362 polypeptide, In particular, the 

15 invention provides isolated native sequence PR0362 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 321 of Figure 22 (SEQ ID NO:52). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0362 polypeptide comprising amino acids 
1 to X of the amino acid sequence shown in Figure 22 (SEQ ID NO:52), wherein X is any amino acid from 
amino acid 271 to 280. Optionally, the PR0362 polypeptide is obtained or is obtainable by expressing the 

20 polypeptide encoded by thecDNAinsertof the DNA45416-125I vector deposited on February 5, 1998asATCC 
209620. 

8. PRQ363 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to the cell 
25 surface receptor protein HCAR, wherein the polypeptide is designated in the present application as " PRG363 * . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0363 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0363 
polypeptide having amino acid residues 1 to 373 of Figure 24 (SEQ ID NO:59), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
30 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding a PR0363 
extracellular domain polypeptide having amino acid residues 1 to X of Figure 24 (SEQ ID NO:59) where X is 
any amino acid from amino acid 216 to amino acid 225, or is complementary to such encoding nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency, 
conditions. The isolated nucleic acid sequence may comprise the cDN A insert of the DNA454 19-1252 vector 
35 deposited on February 5, 1998 as ATCC 209616 which includes the nucleotide sequence encoding PR0363. 

In another embodiment, the invention provides isolated PR0363 polypeptide. In particular, the 
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invention provides isolated native sequence PR0363 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 373 of Figure 24 (SEQ ID NO:59). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0363 polypeptide, wherein that 
extracellular domain may comprise amino acids 1 to X of the sequence shown in Figure 24 (SEQ ID NO:59), 
where X is any amino acid from amino acid 216 to 225. Optionally, the PR0363 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA45419-1252 vector deposited 
on February 5, 1998 as ATCC 209616. 

9. PRQ86S 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to tumor 
necrosis factor receptor, wherein the polypeptide is designated in the present application as "PR0868\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0868 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0868 
polypeptide having amino acid residues 1 to 655 of Figure 26 (SEQ ID NO:64), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO868 
polypeptide having amino acid residues 1 to X of Figure 26 (SEQ ID NO:64), where X is any amino acid from 
amino acid 343 to 352 of the sequence shown in Figure 26 (SEQ ID NO:64). or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In yet another aspect, the isolated nucleic acid comprises DNA encoding the 
PRO868 polypeptide having amino acid residues X to 655 of Figure 26 (SEQ ID NO:64), where X is any amino 
acid from amino acid 371 to 380 of the sequence shown in Figure 26 (SEQ ID NO:64), or is complementary to 
such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA52594-1270 vector deposited on March 17, 1998 as ATCC 209679 which includes the nucleotide sequence 
encoding PR0868. 

In another embodiment, the invention provides isolated PR0868 polypeptide. In particular, the 
invention provides isolated native sequence PRO868 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 655 of Figure 26 (SEQ ID NO:64). In another aspect, the isolated 
PR0868 polypeptide comprises amino acid residues 1 to X of Figure 26 (SEQ ID NO:64), where X is any amino 
acid from amino acid 343 to 352 of the sequence shown in Figure 26 (SEQ ID NO:64). In yet another aspect, 
the PR0868 polypeptide comprises amino acid residues X to 655 of Figure 26 (SEQ ID NO:64). where X is any 
amino acid from amino acid 371 to 380 of the sequence shown in Figure 26 (SEQ ID NO:64). Optionally, the 
PR0868 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the DNA52594-1270 vector deposited on March 17, 1998 as ATCC 209679. 
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10. PRQ382 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to serine 
proteases, wherein the polypeptide is designated in the present application as TR0382V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0382 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0382 
5 polypeptide having amino acid residues 1 to 453 of Figure 28 (SEQ ID NO:69), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA45234-1277 vector deposited on March 5, 1998 as ATCC 209654 which includes the nucleotide sequence 
encoding PR0382. 

10 In another embodiment, the invention provides isolated PR0382 polypeptide. In particular, the 

invention provides isolated native sequence PR0382 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 453 of Figure 28 (SEQ ID NO:69). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0382 polypeptide, with or without the 
signal peptide. Optionally, the PR0382 polypeptide is obtained or is obtainable by expressing the polypeptide 

15 encoded by the cDNA insert of the DNA45234-1277 vector deposited on March 5, 1998 as ATCC 209654. 

11. PRQ545 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to meltrin, 
wherein the polypeptide is designated in the present application as "PR0545\ 

20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0545 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0545 
polypeptide having amino acid residues 1 to 735 of Figure 30 (SEQ ID NO:74), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate; and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 

25 deposited on March 5, 1998 as ATCC 209655 which includes the nucleotide sequence encoding PR0545. 

In another embodiment, the invention provides isolated PR0545 polypeptide. In particular, the 
invention provides isolated native sequence PR0545 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 735 of Figure 30 (SEQ ID NO:74). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR0545 polypeptide. Optionally, the 

30 PROMS polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the vector deposited on March 5, 1998 as ATCC 209655. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13il7 comprising the nucleotide sequence of SEQ ID NO:7$ (Figure 31). 

35 12. PRQ617 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD24, 

62 



SUBSTITUTE SHEET (RULE 26) 



PCT/US99/05028 

WO 99/46281 

wherein the polypeptide is designated in the present application as ""PR0617\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0617 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0617 
polypeptide having amino acid residues 1 to 67 of Figure 33 (SEQ ID N0.85), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
5 high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48309-1280 vector deposited on March 5, 1998 as ATCC 209656 which includes the nucleotide sequence 
encoding PR0617. 

In another embodiment, the invention provides isolated PR0617 polypeptide. In particular, the 
invention provides isolated native sequence PR0617 polypeptide, which in one embodiment, includes an amino 
10 acid sequence comprising residues 1 to 67 of Figure 33 (SEQ ID NO:85). Optionally, the PR0617 polypeptide 
is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA48309-I280 
vector deposited on March 5, 1998 as ATCC 209656. 

13. PRO700 

15 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 

to protein disulfide isomerase, wherein the polypeptide is designated in the present application as -PRO700\ 
In one embodiment, the invention provides an isolated nucleic acid molecule comprisingDNA encoding 
^ a PRO700 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO700 
polypeptide having amino acid residues 1 to 432 of Figure 35 (SEQ ID NO:90), or is complementary to such 

20 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO700 
polypeptide having amino acid residues from about 34 to 432 of Figure 35 (SEQ ID NO:90), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 

25 insert of the vector deposited on March 31, 1998 as ATCC 209721 which includes the nucleotide sequence 
encoding PRO700. 

In another embodiment, the invention provides isolated PRO700 polypeptide. In particular, the 
invention provides isolated native sequence PRO700 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 432 of Figure 35 (SEQ ID NO:90). In another embodiment, the 
30 invention provides an isolated PRO700 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 34 to 432 of Figure 35 (SEQ ID NO.90). Optionally, the PRO700 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the vector 
deposited on March 3 1 , 1998 as ATCC 209721 .. 

35 14. PRO702 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
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conglutinin, wherein the polypeptide is designated in the present application as "PRO702". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO702 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO702 
polypeptide having amino acid residues 1 to 277 of Figure 37 (SEQ ID NO:97), or. is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

5 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO702 
polypeptide having amino acid residues 26 to 277 of Figure 37 (SEQ ID NO:97), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA50980-I286 vector deposited on March 31 , 1998 as ATCC 209717 which includes the nucleotide sequence 

10 encoding PRO702. 

In another embodiment, the invention provides isolated PRO702 polypeptide. In particular, the 
invention provides isolated native sequence PRO702 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 277 of Figure 37 (SEQ ID NO:97), An additional embodiment of the 
present invention is directed to an isolated PRO702 polypeptide comprising amino acid residues 26 to 277 of 
15 Figure 37 (SEQ ID NO:97). Optionally, the PRO702 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA50980-1286 vector deposited on March 3 1, 1998 as ATCC 
209717. 

15 PRO703 

20 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 

to VLCAS, wherein the polypeptide is designated in the present application as M PRO703\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO703 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO703 
polypeptide having amino acid residues 1 to 730 of Figure 39 (SEQ ID NO: 102), or is complementary to such 

25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO703 
polypeptide having amino acid residues from about 43 to 730 of Figure 39 (SEQ ID NO: 102), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 

30 insert of the DNA50913-1287 vector deposited on March 31, 1998 as ATCC 209716 which includes the 
nucleotide sequence encoding PRO703. 

In another embodiment, the invention provides isolated PRO703 polypeptide. In. particular, the 
invention provides isolated native sequence PRO703 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 730 of Figure 39 (SEQ ID NO: 102). In another embodiment, the 

35 invention provides an isolated PRO703 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 43 to 730 of Figure 30 (SEQ ID NO: 102). Optionally, the PRO730 
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polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the 
• DNA50913-1287 vector deposited on March 31, 1998 as ATCC 209716. 

16. PRO705 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to K- 
5 giypican, wherein the polypeptide is designated in the present application as "PRO705V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO705 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO705 
polypeptide having amino acid residues 1 to 555 of Figure 41 (SEQ ID NO: 109), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
10 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO705 
polypeptide having amino acid residues about 24 to 555 of Figure 41 (SEQ ID NO:109), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA509 14- 1289 vector deposited on March 3 1 . 1998 as ATCC 209722 which includes the nucleotide sequence 
15 encoding PRO705. 

In another embodiment, the invention provides isolated PRO705 polypeptide. In particular, the 
invention provides isolated native sequence PRO705 polypeptide, which in one embodiment; includes an amino 
acid sequence comprising residues 1 to 555 of Figure 41 (SEQ ID NO:109). An additional embodiment of the 
present invention is directed to an isolated PRO705 polypeptide comprising amino acid residues about 24 to 555 
20 of Figure 4 1 (SEQ ID NO: 109) . Optionally, the PRO705 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA50914-I289 vector deposited on March 31, 1998 as 
ATCC 209722. 

17. PRO708 

25 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the aryl 

sulfatases, wherein the polypeptide is designated in the present application as "PRO708". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO708 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the ERO708 
polypeptide having amino acid residues 1 to 515 of Figure 43 (SEQ ID NO:l 14), or is complementary to such 

30 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48296-1292 vector deposited on March 1 1 , 1998 as ATCC 209668 which includes the nucleotide sequence 
encoding PRO708. 

In another embodiment, the invention provides isolated PRO708 polypeptide. In particular^ the 
35 invention provides isolated native sequence PRO708 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 515 of Figure 43 (SEQ ID NO:l 14). Another embodiment is directed) 
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to a PRO708 polypeptide comprising residues 38-515 of the amino acid sequence shown in Figure 43 (SEQ ID 
NO: 114). Optionally, the PRO708 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA48296-1292 vector deposited on March 11, 1998 as ATCC 209668. 

18. PRO320 

5 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to fibulin, 

wherein the polypeptide is designated in the present application as "PRO320\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO320 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO320 

polypeptide having amino acid residues I to 338 of Figure 45 (SEQ ID NO:l 19), or is complementary to such 
10 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 

deposited on March 1 1 , 1998 as ATCC 209670 which includes the nucleotide sequence encoding PRO320. 

In another embodiment, the invention provides isolated PRO320 polypeptide. In particular, the 

invention provides isolated native sequence PRO320 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues 1 'to 338 of Figure 45 (SEQ ID NO: 119). Optionally, the PRO320 

polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 

deposited on March 1 1, 1998 as ATCC 209670. 

19. PRQ324 

20 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 

oxidoreductases, wherein the polypeptide is designated in the present application as "PR0324". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0324 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0324 
polypeptide having amino acid residues 1 to 289 of Figure 47 (SEQ ID NO; 124), or is complementary to such 

25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0324 
polypeptide having amino acid residues 1 or about 32 to X of Figure 47 (SEQ ID NO: 124), where X is any 
amino acid from 131 to 140, or is complementary to such encoding nucleic acid sequence, and remains stably 
bound to it under at least moderate, and optionally, under ^hig^ stringency conditions- ■ The isolated nucleic acid 

30 sequence may comprise the cDNA insert of the DNA36343-1310 vector deposited on March 30, 1998 as ATCC 
209718 which includes the nucleotide sequence encoding PR0324. 

In another embodiment, the invention provides isolated PR0324polypeptide. In particular, the invention 
provides isolated native sequence PR0324 polypeptide, which in one embodiment, includes an amino acid 
sequence comprising residues 1 to 289 of Figure 47 (SEQ ID NO: 124). Hie invention also provides isolated 

35 PR0324 polypeptide comprising residues 1 or about 32 to X of Figure 47 (SEQ ID NO: 124), wherein X is any 
amino acid from about 131-140. Optionally, the PR0324 polypeptide is obtained or is obtainable by expressing 

66 



SUBSTITUTE SHEET (RULE 26) 



g 



^ PCTAJS99/05028 
WO 99/46281 

the polypeptide encoded by the cDNA insert of the DNA36343-1310 vector deposited on March 30, 1998 as 
ATCC 209718. 

20. PRQ351 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
5 to prostasin, wherein the polypeptide is designated in the present application as "PR0351\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encodin 
a PR0351 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0351 
polypeptide having amino acid residues 1 to 571 of Figure 49 (SEQ ID NO:132), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
10 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0351 
polypeptide having amino acid residues about 16 to 571 of Figure 49 (SEQ ID NO: 132), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA40571-1315 vector deposited on April 21 , 1998 as ATCC 209784 which includes the nucleotide sequence 
15 encoding PR0351. 

In another embodiment, the invention provides isolated PR0351 polypeptide. In particular, the 
invention provides isolated native sequence PR0351 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 571 of Figi^^ 

invention provides an isolated PR0351 polypeptide absent the signal sequence, which includes an amino acid 
20 sequence comprising residues from about 16 to 571 of Figure 49 (SEQ ID NO:132). Optionally, the PR0351 
polypeptide is obtained or is obtainable by expressing the polypeptide, encoded by the cDNA insert of the 
DNA40571-1315 vector deposited on April 21, 1998 as ATCC 209784. 

21. PRQ352 

25 Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 

butyTophilin, wherein the polypeptide is designated in the present application as t, PR0352*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0352 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0352 
polypeptide having amino acid residues 1 to 316 of Figure 51 (SEQ ID N0:137), or is complementary to such 

30 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0352 
polypeptide having amino acid residues of about 29 to 316 of Figure 51 (SEQ ID NO:137),or 1 or about 29 to 
X of Figure 5 1 , where X is any amino acid from 246 to 255, or is complementary to such encoding nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 

35 conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the DNA41386-1316 vector 
deposited on March 26. 1998 as ATCC 209703 which includes the nucleotide sequence encoding PR0352. 
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In another embodiment, the invention provides isolated PR0352 polypeptide. In particular, the 
invention provides isolated native sequence PR0352 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 316 of Figure 51 (SEQ ID NO: 137). In other embodiments, the 
invention provides isolated PR0352 polypeptide comprising residues about 29 to 316 of Figure 51 (SEQ ID 
NO: 137) and 1 or about 29 to X of Figure 51 (SEQ ID NO: 137), wherein X is any amino acid from 246 to 255. 
5 Optionally, the PR0352 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the 
cDNA insert of the DNA41386-1316 vector deposited on March 26, 1998 as ATCC 209703. 

22. PRQ381 

Applicants have identified a cDNA clone 'that encodes a novel polypeptide having homology to 
10 immunophilin proteins, wherein the polypeptide is designated in the present application as "PR0381 \ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0381 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0381 
polypeptide having amino acid residues 1 to211 of Figure 53 (SEQ ID NO: 145), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
15 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0381 
polypeptide having amino acid residues about 21 to 21 1 of Figure 53 (SEQ ID NO:145), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA44194-1317 vector deposited on April 28, 1998 as ATCC 209808 which includes the nucleotide sequence 
20 encoding PR0381. 

In another embodiment, the invention provides isolated PR0381 polypeptide. In particular, the 
invention provides isolated native sequence PR0381 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 21 1 of Figure 53 (SEQ ID NO: 145). Another embodiment is directed 
to a PR0381 plypeptide comprising amino acids about 21 to 211 of Figure 53 (SEQ ID NO:145). Optionally, 
25 the PR0381 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the DNA44194-1317 vector deposited on April 28, 1998 as ATCC 209808. 

23. PRQ386 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to the beta- 
30 2 subunit of a sodium channel, wherein the polypeptide is designated in the present application as "PR0386\ 
In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0386 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0386 
polypeptide having amino acid residues 1 to 215 of Figure 55 (SEQ ID NO: 150), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
35 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0386 
polypeptide having amino acid residues about 21 to 215 of Figure 55 (SEQ ID NO: 150) or 1 or about 21 to X, 
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where X is any amino acid from 156 to 165 of Figure 55 (SEQ ID NO: 150), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA45415-1318 vector deposited oh April 28, 1998 as ATCC 209810 which includes the nucleotide sequence 
encoding PR0386. 

5 in another embodiment, the invention provides isolated PR0386 polypeptide. In particular, the 

invention provides isolated native sequence PR0386 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 215 of Figure 55 (SEQ ID NO: 150). Other embodiments of the present 
invention are directed to PR0386 polypeptides comprising amino acids about 21 to 215 of Figure 55 (SEQ ID 
NO: 150) and 1 or about 21 to X of Figure 55 (SEQ ID NO: 150), wherein X is any amino acid from 156 to 165 

10 of Figure 55 (SEQ ID NO: 150). Optionally, the PR0386 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA45415-1318 vector deposited on April 28, 1998 as 
ATCC 209810. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of SEQ ID NO:151 which corrsponds to an EST designated herein as DNA23350. 
15 In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 

nucleotide sequence of SEQ ID NO: 152 which corrsponds to an EST designated herein as DNA23536. 

24. PROS40 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
20 to LCAT, wherein the polypeptide is designated in the present application as w PRO540\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO540 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO540 
polypeptide having amino acid residues 1 to 412 of Figure 59 (SEQ ID NO: 157), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
25 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding die PRO540 
polypeptide having amino acid residues about 29 to 412 of Figure 59 (SEQ ID NO: 157), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDN A insert of the 
DNA44 189-1322 vector deposited on March 26, 1998 as ATCC 209699 which includes the nucleotide sequence 
30 eiicoding PRO540. 

In another embodiment, the invention provides isolated PRO540 polypeptide. In particular, the 
invention provides isolated native sequence PRO540 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 412 of Figure 59 (SEQ ID NO:157). The invention also provides 
isolated PRO540 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 
35 about 29 to 412 of Figure 59 (SEQ ID NO: 157). Optionally, the PRO540 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA44189-1322 vector deposited 
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on March 26, 1998 as ATCC 209699. 

25. PRQ615 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to synaptogyrin, wherein the polypeptide is designated in the present application as "PR06I5". 

5 In one embodiment , the invention provides an isolated nucleic acid molecule comprising DN A encoding 

a PR0615 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0615 
polypeptide having amino acid residues 1 to 224 of Figure 61 (SEQ ID NO: 162), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0615 

10 polypeptide having amino acid residues X to 224 of Figure 61 (SEQ ID NO:162), where X is any amino acid 
from 157 to 166, or is complementary to such encoding nucleic acid sequence, and remains stably bound to it 
under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence 
may comprise the cDNA insert of the DNA48304-1323 vector deposited on April 28, 1998 as ATCC 209811 
which includes the nucleotide sequence encoding PR0615. 

15 In another embodiment, the invention provides isolated PR0615 polypeptide. In particular, the 

invention provides isolated native sequence PR0615 polypeptide; which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 224 of Figure 61 (SEQ ID NO: 162). An additional embodiment of the 
* present invention is directed to an isolated extracellular domain of a PRC6 15 polypeptide which comprises amino 
acid residues X to 224 of Figure 61 (SEQ ID NO:162), where X is any amino acid from 157 to 166 of Figure 

20 61 (SEQ ID NO:162). Optionally, the PR0615 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA48304-1323 vector deposited on April 28, 1998 as ATCC 
209811. 

26. PRQ618 

25 Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 

to enteropeptidase, wherein the polypeptide is designated in the present application as *PR0618\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR061 8 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0618 
polypeptide having amino acid residues 1 to 802 of Figure 63 (SEQ ID NO: 1 69), or is complementary to such 

30 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding an isolated 
extracellular domain of a PR0618 polypeptide having amino acid residues X to 802 of Figure 63 (SEQ ID 
NO: 169), where X is any amino acid from 63 to 72 of Figure 63 (SEQ ID NO: 169), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

35 high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA49152-1324 vector deposited on April 28, 1998 as ATCC 209813 which includes the nucleotide sequence 
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In another embodiment, the invention provides isolated PRO6I8 polypeptide. In particular, the 
invention provides isolated native sequence PR061 8 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 802 of Figure 63 (SEQ ID NO: 169). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PR061 8 polypeptide comprising amino acid 
5 X to 802 where X is any amino acid from 63 to 72 of Figure 63 (SEQ ID NO: 169). Optionally, the PR0618 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA49152-I324 vector deposited on April 28, 1998 as ATCC 209813. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of SEQ ID NO: 170, designated herein as DNA35597 (see Figure 64). 

10 

27. PRQ719 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology, to 
lipoprotein lipase H, wherein the polypeptide is designated in the present application as "PR0719". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 

15 a PR07 19 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0719 
polypeptide having amino acid residues 1 to 354 of Figure 66 (SEQ ID NO: 178), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0719 
polypeptide having amino acid residues about 17 to 354 of Figure 66 (SEQ ID NO: 178), or is complementary 

20 to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA49646-1327 vector deposited on March 26, 1998 as ATCC 209705 which includes the nucleotide sequence 
encoding PR0719. 

In another embodiment, the invention provides isolated PR0719 polypeptide. In particular, the 
25 invention provides isolated native sequence PR07 19 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 354 of Figure 66 (SEQ ID NO: 178). In another embodiment, the 
invention provides isolated PR0719 polypeptide which comprises residues about 17 to 354 of Figure 66 (SEQ 
. ID NO:178). Optionally, the PR0719 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA49646-1327 vector deposited on March 26, 1998 as ATCC 209705. 

30 

28. PRQ724 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to the LDL 
receptor, wherein the polypeptide is designated in the present application as "PR0724*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PR0724 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0724 
polypeptide having amino acid residues 1 to713 of Figure 68 (SEQ ID NO:183), or is complementary to such 
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encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding a soluble 
PR0724 polypeptide having amino acid residues 1 to X of Figure 68 (SEQ ID NO: 183) where X is any amino 
acid from amino acid 437 to 446, or is complementary to such encoding nucleic acid sequence, and remains 
stably bound to it under at least moderate, and optionally, under high stringency conditions. The above two 
5 polypeptides may either possess or not possess the signal peptide. The isolated nucleic, acid sequence may 
comprise the cDNA insert of the DNA4963 1-1328 vector deposited on April 28, 1998 as ATCC 209806 which 
includes the nucleotide sequence encoding PR0724. 

In another embodiment, the invention provides isolated PR0724 polypeptide. In particular, the 
invention provides isolated native sequence PR0724 polypeptide, which in one embodiment, includes an amino 
10 acid sequence comprising residues I to 713 of Figure 68 (SEQ ID NO: 183). In another embodiment, the 
invention provides isolated soluble PR0724 polypeptide. In particular, the invention provides isolated soluble 
PR0724 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 1 to X 
V of Figure 68 (SEQ ID NO: 183), where X is any amino acid from 437 to 446 of the sequence shown in Figure 
68 (SEQ ID NO: 183). Optionally, the PR0724 polypeptide is obtained or is obtainable by expressing the 
15 polypeptide encoded by the cDNA insert of the DNA49631-1328 vector deposited on April 28, 1998 as ATCC 
209806. 

29. PRQ772 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to A4 

20 protein, wherein the polypeptide is designated in the present application as "PR0772\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0772 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0772 
polypeptide having amino acid residues 1 to 152 of Figure 70 (SEQ ID NO: 190), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

25 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0772 
polypeptide having amino acid residues 1 to X of Figure 70 (SEQ ID NO; 190) , where X is ^ 
21 to 30 of Figure 70 (SEQ ID NO: 190), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA49645- 1 347 vector deposited on April 

30 28, 1998 as ATCC 209809 which includes the nucleotide sequence encoding PR0772. 

In another embodiment, the invention provides isolated PR0772 polypeptide. In particular, the 
invention provides isolated native sequence PR0772 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 152 of Figure 70 (SEQ ID NO: 190). Additional embodiments of the 
present invention are directed to PR0772 polypeptides comprising amino acids 1 to X of Figure 70 (SEQ ID 

35 NO:190), where X is any amino acid from 21 to 30 of Figure 70 (SEQ ID NO:190). Optionally, the PR0772 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
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DNA49645-1347 vector deposited on April 28, 1998 as ATCC 209809. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA43509 comprising the nucleotide sequence of SEQ ID NO: 191 (Figure 71). 

30. PRQ852 

5 Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to various 

protease enzymes, wherein the polypeptide is designated in the present application as "PR0852" . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0852 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0852 
polypeptide having amino acid residues 1 to 5 1 8 of Figure 73 (SEQ ID NO: 196), or is complementary to such 
10 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, tie isolated nucleic acid comprises DNA encoding the PR0852 
polypeptide having amino acid residues about 21 to 518 of Figure 73 (SEQ ID NO: 196) or I or about 21 to X 
of Figure 73 (SEQ ID NO: 196) where X is any amino acid from amino acid 461 to amino acid 470 of Figure 
73 (SEQ ID NO:196), or is complementary to such encoding nucleic acid sequence, and remains stably bound 
15 to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequence may comprise the cDNA insert of the DNA45493-1349 vector deposited on April 28, 1998 as ATCC 
209805 which includes the nucleotide sequence encoding PROS52. 

In another embodiment, the invention provides isolated PR0852 polypeptide. In particular, the 
invention provides isolated native sequence PR0852 polypeptide, which in one embodiment, includes an amino 
20 acid sequence comprising residues 1 to 518 of Figure 73 (SEQ ID NO: 196). In other embodiments, the PR0852 
comprises amino acids about 21 to amino acid 518 of Figure 73 (SEQ ID NO: 196) or amino acids .1 or about 
21 to X of Figure 73 (SEQ ID NO:196), where X is any amino acid from arnino acid 461 to amino acid 470 of 
Figure 73 (SEQ ID NO: 196). Optionally, the PR0852 polypeptide is obtained or is obtainable by expressing 
the polypeptide encoded by the cDNA insert of the DNA45493-1349 vector deposited on April 28, 1998 as 
25 ATCC 209805. 

31. PRQ853 

Applicants have identified a cDN A clone that encodes a novel polypq>tide having sequence similarity 
to reductase, wherein the polypeptide is designated in the present application as "PR0853\ 

30 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0853 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0853 
polypeptide having amino acid residues 1 to 377 of Figure 75 (SEQ ID NO:206), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0853 

35 polypeptide having amino acid residues about 17 to 377 of Figure 75 (SEQ ID NO:206), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
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under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48227-1350 vector deposited on April 28, 1998 as ATCC 209812 which includes the nucleotide sequence 
encoding PR0853. 

In another embodiment, the invention provides isolated PR0853 polypeptide. In particular, the 
invention provides isolated native sequence PR0853 polypeptide, which in one embodiment, includes an amino 
5 acid sequence comprising residues 1 to 377 of Figure 75 (SEQ ID NO.206). In another embodiment; the 
invention provides an isolated PR0853 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 17 to 377 of Figure 75 (SEQ ID NO:206). Optionally, the PR0853 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA48227-1350 vector deposited on April 28, 1998 as ATCC 209812:. 

0 

32. PRO860 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
to neurofascin, wherein the polypeptide is designated in the present application as "PRO860". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
15 a PRO860 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO860 
polypeptide having amino acid residues 1 to 985 of Figure 77 (SEQ ID NO:2l 1), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PRO860 
polypeptide having ammo acid residues 1 to X of Figure 77 (SEQ ID NO:21 1), where X is any amino acid from 
20 443-452 of Figure 77 (SEQ ID NO:21 1), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions, The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA4 1404- 1352 vector deposited on May 
6, 1998 as ATCC 209844 which includes the nucleotide sequence encoding PRO860. 

In another embodiment, the invention provides isolated PRO860 polypeptide. In particular, the 
25 invention provides isolated native sequence PRO860 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 985 of Figure 77 (SEQ ID NO:211). In another embodiment, the 
invention provides an isolated PRO860 polypeptide which includes an amino acid sequence comprising residues 
1 to X of Figure 77 (SEQ ID NO:21 1), where X is any amino acid residue from 443 to 452 of Figure 77 (SEQ 
ID NO:211). Optionally, the PRO860 polypeptide is obtained or is obtainable by expressing the polypeptide 
30 encoded by the cDNA insert of the DNA41404-1352 vector deposited on May 6, 1998 as ATCC 209844. 

33. PRQ846 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence similarity 
to CMRF35, wherein the polypeptide is designated in the present application as TR0846\ 
35 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0846 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0846 
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polypeptide having amino acid residues 1 to 332 of Figure 79 (SEQ ID NO:216), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0846 
polypeptide having amino acid residues about 18 to 332 of Figure 79 (SEQ ID NO:216) or 1 or about 18 to X 
of SEQ ID NO:2l6, where X is any amino acid from 243 to 252 of Figure 79 (SEQ ID NO:216), or is 
5 complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA44196-1353 vector deposited on May 6, 1998 as ATCC 209847 which includes the nucleotide 

sequence encoding PR0846. v 

In another embodiment, the invention provides isolated PR0846 polypeptide. In particular, the 

10 invention provides isolated native sequence PR0846 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 332 of Figure 79 (SEQ ID NO:216). In other embodiments, the 
invention provides an isolated PR0846 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 18 to 332 of Figure 79 (SEQ ID N0:216). Additional embodiments 
of the present invention are directed to an isolated PROS46 polypeptide comprising amino acid 1 or about 18 

15 to X of Figure 79 (SEQ ID NO:216), where X is any amino acid from 243 to 252 of Figure 79 (SEQ ID 
NO:2l6). Optionally, the PR0846 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA44196-1353 vector deposited on May 6, 1998 as ATCC 209847. 

* 

34, PRQ862 

20 Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence similarity 

to lysozyme, wherein the polypeptide is designated in the present application as "PR0862" . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0862 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0862 
polypeptide having amino acid residues 1 to 146 of Figure 81 (SEQ ID NO:221), or is complementary to such 

25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0862 
polypeptide having amino acid residues about 19 to 146 of Figure 81 (SEQ ID NO:221), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

30 DNA52187-1354 vector deposited on May 6, 1998 as ATCC 209845 which includes the nucleotide. sequence 
encoding PR0862. 

In another embodiment, the invention provides isolated PR0862 polypeptide. In particular, the 
mventibn provides isolated native sequence PR0862 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 146 of Figure 81 (SEQ ID NO:221). In another embodiment, the 
35 invention provides an isolated PR0862 polypeptide absent the signal sequence, which includes an amino acid 
sequence comprising residues from about 19 to 146 of Figure 81 (SEQ ID N01221), Optionally, the PR0862 
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polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA52 187- 1354 vector deposited on May 6, 1998 as ATGC 209845. 

35. PRQ864 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similarity 
5 to Wnt-4, wherein the polypeptide is designated in the present application as "PR0864". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0864 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0864 
polypeptide having amino acid residues 1 to 351 of Figure 83 (SEQ ID NO:226). or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
10 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0864 
polypeptide having amino acid residues about 23 to 351 of Figure 83 (SEQ ID NO:226), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA48328-1355 vector deposited on May 6, 1998 as ATCC 209843 which includes the nucleotide sequence 
15 encoding PR0864. 

In another embodiment, the invention provides isolated PR0864 polypeptide. In particular, the 
invention provides isolated native sequence PR0864 polypeptide, which, in one embodiment, includes an amino 
acid sequence comprising residues 1 to 351 of Figure 83 (SEQ ID NO:226). In another embodiment, the 
invention provides an isolated PR0864 polypeptide absent the signal sequence, which includes an amino acid 
20 sequence comprising residues from about 23 to 351 of Figure 83 (SEQ ID NO:226). Optionally, the PR0864 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA48328-1355 vector deposited on May 6, 1998 as ATCC 209843 . 

36. PRQ792 

25 n Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD23, 

wherein the polypeptide is designated in the present application as TR0792\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0792 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0792 
polypeptide having amino acid residues 1 to 293 of Figure 85 (SEQ ID NO:231), or is complementary to such 

30 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0792 
polypeptide having amino acid residues X to 293 of Figure 85 (SEQ ID NO:231) where X is any amino acid 
from 50 to 59 of Figure 85 (SEQ ID NO:23 1), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 

35 isolated nucleic acid sequence may comprise the cDNA insert of the DNA56352-1358 vector deposited on May 
6, 1998 as ATCC 209846 which includes the nucleotide sequence encoding PR0792. 
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In another embodiment, the invention provides isolated PR0792 polypeptide. In particular, the 
invention provides isolated native sequence PR0792 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 293 of Figure 85 (SEQ ID NO:231). An additional embodiment of the 
present invention is directed to PR0792 polypeptide comprising amino acids X to 293 of Figure 85 (SEQ ID 
NO:231), where X is any amino acid from 50 to 59 of Figure 85 (SEQ ID NO:23 1). Optionally, the PR0792 
5 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the 
DNA56352-1358 vector deposited on May 6, 1998 as ATCC 209846. 

37. PRQ866 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to mindin 
10 and spondin proteins, wherein the polypeptide is designated in the present application as "PR0866". 

In one embodiment , the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0866 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0866 
polypeptide having amino acid residues 1 to 331 of Figure 87 (SEQ ID NO:236), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
15 high stringency conditions. In another aspect, the isolated nucleic acid comprises DNA encoding the PR0866 
polypeptide having amino acid residues about 27 to 229 of Figure 87 (SEQ ID NO:236), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA53971-I359 vector deposited on April 7, 1998 as ATCC 209750 which includes the nucleotide sequence 
20 encoding PR0866. 

In another embodiment, the invention provides isolated PRO866 polypeptide. In particular, the 
invention provides isolated native sequence PRQ866 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 331 of Figure 87 (SEQ ID NO :236). Another embodiment of the present 
invention is directed to PR0866 polypeptides comprising amino acids about 27 to 331 of Figure 87 (SEQ ID 
25 NO:236). Optionally, the PRO866 polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA53971-1359 vector deposited on April 7, 1998 as ATCC 209750. 

38. PR0871 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CyP-60, 
30 wherein the polypeptide is designated in the present application as "PR0871 

In one embodiment , the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0871 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR087I 
polypeptide having amino acid residues 1 to 472 of Figure 89 (SEQ ID NO:245), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
35 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0871 
polypeptide having amino acid residues about 22 to 472 of Figure 89 (SEQ ID NO:245), or is complementary 
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to such encoding nucleic acid sequence , and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA50919-1361 vector deposited on May 6, 1998 as ATCC 209848 which includes the nucleotide sequence 
encoding PR0871. 

In another embodiment,, the invention provides isolated PR0871 polypeptide. In particular, the 
5 . invention provides isolated native sequence PR0871 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 472 of Figure 89 (SEQ ID NO: 245). An additional embodiment of the 
present invention is directed to PR087 1 polypeptides comprising amino acids about 22 to 472 of Figure 89 (SEQ 
ID NO:245). Optionally, the PR087I polypeptide is obtained or is obtainable by expressing the polypeptide 
encoded by the cDNA insert of the DNA50919-1361 vector deposited on May 6. 1998 as ATCC 209848. 

10 

39. PRQ873 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
carboxylesterase, wherein the polypeptide is designated in the present application as "PR0873". 

In one embodiment , the invention provides an isolated nucleic acid molecule comprising DN A encoding 

15 a PR0873 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0873 
polypeptide having amino acid residues 1 to 545 of Figure 91 (SEQ ID NO:254), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0873 
polypeptide having amino acid residues about 30 to about. 545 of Figure 91 (SEQ ID NO:254), or is 

20 complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the DNA44I79-1362 vector deposited on May 6, 1998 as ATCC 209851 which includes the nucleotide 
sequence encoding PR0873. 

In another embodiment, the invention provides isolated PR0873 polypeptide. In particular, the 

25 invention provides isolated native sequence PR0873 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 545 of Figure 91 (SEQ ID NO:254). Additional embodiments of the 
present invention are directed to PR0873 polypeptides comprising amino acids about 30 to about 545 of Figure 
91 (SEQ ID NO:254). Optionally, the PR0873 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA44179-1362 vector deposited on May 6, 1998 as ATCC 

30 209851. 

40. PRO940 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD33 
. and OB binding protein-2, wherein the polypeptide is designated in the present application as "PRO940". 
35 In one embodiment , the invention provides an isolated nucleic acid molecule comprising DN A encoding 

a PRO940 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO940 
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polypeptide having ammo acid residues 1 to 544 of Figure 93 (SEQ ID NO:259), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate* and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO940 
polypeptide having amino acid residues about 16 to 544 of Figure 93 (SEQ ID NO:259) or 1 or about 16 to X 
of Figure 93 (SEQ ID NO:259), where X is any amino acid from 394 to 403 of Figure 93 (SEQ ID NO:259K 
5 or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least 
moderate, and optionally, under high stringency, conditions. The isolated nucleic acid sequence may comprise 
the cDNA insert of the DNA54002-1367 vector deposited on April 7, 1998 as ATCC 209754 which includes 
the nucleotide sequence encoding PRO940. 

In another embodiment, the invention provides isolated PRO940 polypeptide. In particular, the 

10 invention provides isolated native sequence PRO940 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 544 of Figure 93 (SEQ ID NO:259). Other embodiments of the present 
invention are directed to PRO940 polypeptides comprising amino acids about 16 to 544 of Figure 93 (SEQ ID 
NO:259) or 1 or about 16 to X of Figure 93 (SEQ ID NO:259), where X is any amino acid from 394 to 403 of 
Figure 93 (SEQ ID NO:259). Optionally, the PRO940 polypeptide is obtained or is obtainable by expressing 

15 the polypeptide encoded by the cDNA insert of the DNA54002- 1367 vector deposited on April 7, 1998as ATCC 
209754. 

41. PRQ941 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a 

20 cadherin protein, wherein the polypeptide is designated in the present application as "PR0941 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0941 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0941 
polypeptide having amino acid residues 1 to 772 of Figure 95 (SEQ ID NO:264), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

25 high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0941 
polypeptide having amino acid residues about 22 to 772 of Figure 95 (SEQ ID NO:264) or 1 or about 22 to X 
of Figure 95 (SEQ ID NO:264), where X is any amino acid from 592 to 601 of Figure 95 (SEQ ID NO:264), 
or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least 
moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise 

30 the cDNA insert of the DNA53906- 1368 vector deposited on April 7, 1998 as ATCC 209747 which includes 
the nucleotide sequence encoding PR094K 

In another embodiment, the invention provides isolated PR094! polypeptide. In particular, the 
invention provides isolated native sequence PR094 1 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 772 of Figure 95 (SEQ ID NO:264). Additional embodiments of the 

35 present invention are directed to PR0941 polypeptides which comprise amino acid about 21 to 772 of Figure 
95 (SEQ ID NO:264) or 1 or about 22 to X of Figure 95 (SEQ ID NO:264), where X is any amino acid from 
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592 to 601 of Rgure 95 (SEQ ID NO:264). Optionally, the PR094. polypeptide is obtained or is obtainab.e 
by expressing the polypeptide encoded by the cDNA insert of the DNA53906-1368 vector deposited on April 
7, 1998 as ATCC 209747. 

In another embodiment, me invention provides an expressed sequence tag (EST) designated herein as 
DNA64 15 comprising the nucleotide sequence of Figure 96 (SEQ ID NO:265). 



42. PR0944 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
Clostndium perfringens enterotoxin receptor (CPE-R), wherein the polypeptide is designated in the present 
application as "PR0944". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0944 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0944 
polypeptide having amino acid resides 1 , o2 ll of Figure 98 (SEQ ID NO:270), or is complementary lo such 
encodmg nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
lugh stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0944 
polypeptide having amino acid residues about 22 to 229 of Figure 98 (SEQ ID NO:270) or amino acid 1 or about 
22 to X of Figure 98 (SEQ ID NO:270) where X is any amino acid from 77 to 80 of Figure 98 (SEQ ID 
NO:270). or is complementary to such encoding nucleic acid sequence, and remains stably bound to i, under at 
leas, moderate, and optionally, tmder high stringency conditions. The isolated' nucleic acid sequence may 
compnse the cDNA insert of the DNA52185-1370 vector deposited on May 14, 1998 as ATCC 209861 which 
includes the nucleotide sequence encoding PR0944. 

In another embodiment, the invention provides isolated PR0944 polypeptide. In particular the 
mvention provides isolated native sequence PR0944 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 21 1 of Figure 98 (SEQ ID NO:270). Additional embodiments of the 
present invention are directed to PR0944 polypeptides comprising amino acids about 22 to 211 of Figure 98 
(SEQ ID NO:270) or amino acid 1 or about 22 to X of Rgure 98 (SEQ ID NO:270), where X is any amino acid 
from 77 to 86 of Figure 98 (SEQ ID NO:270). Optionally, the PRG944 polypeptide isobtainedor is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the DNA52185-1370 vector deposited on May 14 
1998 as ATCC 209861. ' . 

fa another embodiment, me invention provides an expressed sequence tag (EST) designated herein as 
DNA14007 comprising the nucleotide sequence of Figure 99 (SEQ ID NO:271). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12733 comprising the nucleotide sequence of Figure 100 (SEQ ID NO:272). 

In another embodiment, the invention provides ,n expressed seq^nce, tag (EST) designated herein as 
DNA12746 comprising the nucleotide sequence of Figure 101 (SEQ ID NO:273). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12834 comprising the nucleotide sequence of Figure 102 (SEQ ID NO:274). 
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In another embodiment, the invention provides an expressed sequence tag (EST) designated herein ; 
DNA 12846 comprising the nucleotide sequence of Fiugure 103 (SEQ ID NO:275). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein ; 
DNA13104 comprising the nucleotide sequence of Figure 104 (SEQ ID NO:276). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein s 
DNA13259 comprising the nucleotide sequence of Figure 105 (SEQ ID NO:277). 

, In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
DNA13959 comprising the nucleotide sequence of Figure 106 (SEQ ID NO:278). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
DNAI3961 comprising the nucleotide sequence of Figure 107 (SEQ ID NO:279). 



as 



as 



43. PRQ983 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a vesicle 
associated protein, VAP-33, wherein the polypeptide is designated in the present application as «PR0983». 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0983 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0983 
polypeptide having amino acid residues 1 to 243 of Figure 109 (SEQ ID NO:284), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRQ983 
polypeptide having amino acid residue 1 to X of Figure 109 (SEQ ID NO:284) where X is any amino acid from 
219 to 228 of Figure 109 (SEQ ID NO:284), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to i, under at least moderate, and optionally, under high stringency conditions. The 
isolated nucleic acid sequence may comprise the cDNA insert of the DNA53977-137! vector deposited on May 
14, 1998 as ATCC 209862 which includes the nucleotide sequence encoding PR0983. 

In another embodiment, the invention provides isolated PR0983 polypeptide. In particular, the 
invention provides isolated native sequence PRQ983 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 243 of Figure 109 (SEQ ID NO.-284). Additional embodiments of the 
present invention are directed to PRQ983 polypeptides comprising amino acid 1 to X of Figure 109 (SEQ ID 
NO.-284), where X is any amino acid from 219 to 228 of Figure 109 (SEQ ID NO:284). Optionally, the 
PR0983 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the DNA53977-1371 vector deposited on May 14, 1998 as ATCC 209862. 

to another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA17130 comprising the nucleotide sequence of Figure 110 (SEQ ID NO.-285). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA23466 comprising the nucleotide sequence of Figure 111 (SEQ ID NO:286). 

In another embodiment. *the invention provides an expressed sequence tag (EST) designated herein as 
DNA26818 comprising the nucleotide sequence of Figure 1 12 (SEQ ID NO.-287). 
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In another embodimem. the invention provides an expressed sequence tag (EST) designated herein ; 
DNA37618 comprising the nucleotide sequence of Figure 1 13 (SEQ ID NO.-288). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein : 
DNA41732 comprising the nucleotide sequence of Figure 1 14 (SEQ ID NO:289). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
DNA45980 comprising the nucleotide sequence of Figure 1 15 (SEQ ID NO:290). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
DNA46372 comprising the nucleotide sequence of Figure 1 16 (SEQ ID NO:291); 



as 



as 



44. PRO1057 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
proteases, wherein the polypeptide is designated in the present application as "PRO1057\ 

In one embodimem. the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1057 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1057 
polypeptide having amino acid residues 1 to 413 of Figure 1 18 (SEQ ID NO:296), or is complementary to such- 
encoding nucleic acid sequence, and remains stably bound to it under at leas, moderate, and optionally, under 
high stringency conditions. In other aspeas, the isolated nucleic acid comprises DNA encoding me PRO1057 
polypeptide having amino acid residues about 17 to 413 of Figure 1 18 (SEQ ID NO:296), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to i, under at leas, moderate, ami optionally 
under high stringy conditions. The isolated nucleic acid sequence may comprise the cDNA insert of me 
DNA57253-1382 vec,or deposited on May 14. 1998 as ATCC 209867 which includes the nucleotide sequence 
encoding PRO1057. 

In another embodiment, the invention provides isolated PRO1057 polypeptide. In particular the 
inventionprovides isolated native sequent PROW 

ac.d sequence comprising residues 1 to 413 of Figure 118 (SEQ ID NO:296). Additional embodiments of the 
present invention are directed to PRO1057 polypeptides comprising amino acids about 17 to 413 of Figure 118 
(SEQ ID NO:296). Optionally, the PRO1057 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of die DNA57253-1382 vector deposited on May 14 1998 as ATCC 
209867. 



30 45. PRO1071 

Applicants have identified a cDNA clone ma, encodes a novel polypeptide having homology ,o 
thrombospondin. wherein the polypeptide is designated in the present application as "PRO107I \ 

Inone embodiment, memvention provides an isolated nutfeic add moleeme c^ 
a PRO1071 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO107I 
polypeptide having amino acid residues 1 to 525 of Figure 120 (SEQ ID NO:301). or is complementary to such 
encodmg nucleic acid sequence, and remains stab.y bound to i, under a, leas, moderate, and optionally , under 
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high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO1071 
polypeptide having amino acid residues about 26 to 525 of Figure 120 (SEQ ID NO:301), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA58847-1383 vector deposited on May 20, 1998 as ATCC 209879 which includes the nucleotide sequence 
encoding PRO 107 1 . 

In another embodiment, the invention provides isolated PRO1071 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1 07 1 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues I to 525 of Figure 120 (SEQ ID NO:301). Additional embodiments of the 
present invention are directed to PRO1071 polypeptides comprising amino acids about 26 to 525 of Figure 120 
(SEQ ID NO:301). Optionally, the PRO1071 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA58847-1383 vector deposited oh May 20, 1998 as ATCC 
209879. 

46. PRO1072 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to reductase 
proteins, wherein the polypeptide is designated in the present application as "PRO1072". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1072 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1072 
polypeptide having amino acid residues 1 to 336 of Figure 122 (SEQ ID NO:303), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO1072 
polypeptide having amino acid residues about 22 to 336 of Figure 122 (SEQ IDNO:303), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA58747-1384 vector deposited on May 14, 1998 as ATCC 209868 which includes the nucleotide sequence 
encoding PRO1072.. 

In another embodiment, the invention provides isolated PRO1072 polypeptide. In particular, the 
invention provides isolated native sequence PRO1072 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 336 of Figure 122 (SEQ ID NO:303). Additional embodiments of the 
present invention are directed to PROI072 polypeptides comprising amino acids about 22 to 336 of Figure 122 
(SEQ ID NO:303). Optionally, the PRO1072 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA58747-1384 vector deposited on May 14, 1998 as ATCC 
209868. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA40210 comprising the nucleotide sequence of Figure 123 (SEQ ID NO:304). 
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47. PRQ1Q75 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to protein 
disulfide isomerase, wherein the polypeptide is designated in the present application as -pRO1075\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO1075 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1075 
polypeptide having amino acid residues 1 to 406 of Figure 125 (SEQ ID NO:309), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO1075 
polypeptide having amino acid residues about 30 to 406 of Figure 125 (SEQ ID NO:309). or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA57689-1385 vector deposited on May 14, 1998 as ATCC 209869 which includes the nucleotide sequence 
encoding PRO1075. 

In another embodiment, the invention provides isolated PRO1075 polypeptide. In particular, the 
invention provides isolated native sequence PRO1075 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues I to 406 of Figure 125 (SEQ ID NO:309). Additional embodiments of the 
present invention are directed to PROI075 polypeptides comprising amino acids about 30 to 406 of Figure 125 
(SEQ ID NO:309). Optionally, the PRO1075 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA57689-1385 vector deposited on May 14, 1998 as ATCC 
209869. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA 13059 comprising the nucleotide sequence of Figure 126 (SEQ ID NO:310) 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA19463 comprising the nucleotide sequence of Figure 127 (SEQ ID NO:31 1). 

48. PRQ181 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to the 
comichon protein, wherein the polypeptide is designated in the present application as "PR0181*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0181 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0181 
polypeptide having amino acid residues 1 to 144 of Figure 129 (SEQ ID NO:322), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate.and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0181 
polypeptide having amino acid residues about 21 to 144 of Figure 129 (SEQ ID NO:322) or amino acid 1 or 
about 21 to X of Figure 129 (SEQ ID NO:322) where X is any amino acid from 52 to 61 of Figure 129 (SEQ 
ID NO:322), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
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comprise the cDNA insert of the DNA23330-1390 vector deposited on April 14, 1998 as ATCC 209775 which 
includes the nucleotide sequence encoding PR0181. 

In another embodiment, the invention provides isolated PR0181 polypeptide. In particular, the 
invention provides isolated native sequence PROISI polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 144 of Figure 129 (SEQ ID NO:322). Additional embodiments of the 
present invention are directed to PROISI polypeptides comprising amino acids about 21 to 144 of Figure 129 
(SEQ ID NO:322) or amino acid 1 or about 21 to X of Figure 129 (SEQ ID NO:322), where X is any amino 
acid from 52 to 61 of Figure 129 (SEQ ID NO:322). Optionally, the PR0181 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA23330-1390 vector deposited 
on April 14, 1998 as ATCC 209775. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA13242 comprising the nucleotide sequence of Figure 130 (SEQ ID N0.323). 

49. PRQ195 

Applicants have identified a cDNA clone that encodes a novel transmembrane polypeptide, wherein the 
5 polypeptide is designated in the present application as "PR0195". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0195 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0195 
polypeptide hayingamino acid residues 1 to 323 of Rgure 132 (SEQ ID NO:330), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA. encoding the PR0195 
polypeptide having amino acid residues about 32 to 323 of Figure 132 (SEQ ID NO:330) or amino acid 1 or 
about 32 to X of Figure 132 (SEQ ID NO:330) where X is any amino acid from 236 to 245 of Rgure 1 32 (SEQ 
ID NO:330). or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA26847-1395 vector deposited on April 14, 1998 as ATCC 209772 which 
includes the nucleotide sequence encoding PROI95. 

In another embodiment, the invention provides isolated PR0195 polypeptide, to particular, the 
invention provides isolated native sequence PROI95 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 323 of Figure 132 (SEQ ID NO:330). Additional embodiments of the 
present invention are directed to PR0195 polypeptides comprising amino acids about 32 to 323 of Figure 132 
(SEQ ID NO:330) or amino acid 1 or about 32 to X of Figure 132 (SEQ ID NO:330). where X is any amino 
acid from 236 to 245 of Figure 132 (SEQ ID NO:330). Optionally, the PRQ195 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA26847-1395 vector deposited 
on April 14, 1998 as ATCC 209772. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of Figure 133 (SEQ ID NO:331), herein designated DNA15062. 
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In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of Figure 134 (SEQ ID NO:332), herein designated DNA13199. 

50. PRQ865 

Applicants have identified a cDNA clone that encodes a novel secreted polypeptide, wherein the 
polypeptide is designated in the present application as "PR0865". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0865 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0865 
polypeptide having amino acid residues 1 to 468 of Figure 136 (SEQ ID NO:337), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0865 
polypeptide having amino acid residues about 24 to 229 of Figure 136 (SEQ ID NO:337), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA53974-I40I vector deposited on April 14, 1998 as ATCC 209774 which includes the nucleotide sequence 
15 encoding PR0865. 

In another embodiment, the invention provides isolated PROS65 polypeptide. In particular, the 
invention provides isolated native sequence PR0865 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 468 of Rgure 136 (SEQ ID NO:337). An additional embodiment of the 
present invention is directed to a PROS65 polypeptide comprising amino acids about 24 to 468 of Figure 136 
20 (SEQ ID NO:337). Optionally, the PROS65 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA53974-I401 vector deposited on April 14, 1998 as ATCC 
209774. 

In another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of Figure 137 (SEQ ID NO:338), herein designated as DNA37642. 



) 



51. PRQ827 



Applicants have identified acDNA clone that encodes a novel polypeptide having homology to integral 
proteins, wherein the polypeptide is designated in the present application as "PR0827". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0827 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0827 
polypeptide having amino acid residues 1 to 124 of Figure 139 (SEQ ID NO:346), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic, acid comprises DNA encoding the PR0827 
polypeptide having amino acid residues about 23 to 124 of Figure 139 (SEQ ID NO:346), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
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a PROl 1 14 interferon receptor polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at leas, about 85% sequence identity, more preferably at least abou,90% sequence identity, most 
preferably a, least about 95% sequence identity to (a) a DNA molecule encoding a PROl 1 14 interferon receptor 
polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311. inclusive of 
Figure 142 (SEQ ID NO:352), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 114 
interferon receptor polypeptide comprising DNA hybridizing to the complement of the nucleic acid between 
about nucleotides 250 or about 337 and about 1 182, inclusive, of Figure 141 (SEQ ID NO:351). Preferably, 
hybridization occurs under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably a, least about 85 % sequence identity, more preferably at leas, 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209905 
(DNA57033-1403) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 209905 (DNA57033-1403). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having a, leas, about 80% sequence identity, preferably a, least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably a, least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID 
NO:352), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO l 1 14 interferon receptor polypeptide having the sequence of amino acid residues from 
1 or about 30 to about 31 1. inclusive of Figure 142 (SEQ ID NO:352), or (b) the complement of the DNA 
molecule of (a), and. if the DNA molecule has at least about an 80 % sequence identity, prefereably a, leas, 
abou, an 85% sequence identity, more preferably a, leas, abom a 90% seq^nce identity, most preferably a, le^ 
about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 1 14 interferon receptor polypeptide, wi«h or without the N-terminal signal sequence and/or the initiating 
methionine, and its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complemenury 
to such encoding nucleic acid molecule: The signal peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 29 in the sequence of Figure 142 (SEQ ID NO:352). 
The transmembrane domain has been tentatively identified as extending from abou, amino acid position 230 u> 
about amino acid posit™ 142, ; SEQ ID 



NO:352). 



88 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID NO:352), or (b) 
the complement of the DNA of (a); 

Another embodiment is directed to fragments of a PROl 114 interferon receptor polypeptide coding 
sequence that may find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 
nucleotides in length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 
20 to about 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may 
be derived from the nucleotide sequence shown in Figure 141 (SEQ ID NO:351). 

In another embodiment, the invention provides a vector comprising DNA encoding PROl 1 14 interferon 
receptor or its variants. The vector may comprise any of the isolated nucleic acid molecules hereinabove 
identified. 

A host cell comprising such a vector is also provided. By way of example, the host cells may be CHO 
cells, E. colU or yeast. A process for producing PROl 1 14 interferon receptor polypeptides is further provided 
and comprises culturing host cells under conditions suitable for expression of PROl 1 14 interferon receptor and 
recovering PROl 1 14 interferon receptor from the cell culture. 

In another embodiment, the invention provides isolated PROl 114 interferon receptor polypeptide 
encoded by any of the isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 114 interferon receptor 
polypeptide, which in certain embwliments, includes an amino acid sequence comprising residues 1 or about 30 
to about 31 1 of Figure 142 (SEQ ID NO:352). 

In another aspect, the invention concerns an isolated PROl 1 14 interferon receptor polypeptide, 
comprising an amino acid sequence having ai least about 80% sequence identity, preferably at least about 85% 
sequence identity, more preferably at least about 90% sequence identity, most preferably at least about 95% 
sequence identity to the sequence of amino acid residues 1 or about 30 to about 31 1, inclusive of Figure 142 
(SEQ ID NO:352). 

In a further aspect, the invention concerns an isolated PROl 1 14 interferon receptor polypeptide, 
comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, 
more preferably at least about 90% positives, most preferably at least about 95 % positives when compared with 
the amino acid sequence of residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID NO:352). 

In yet another aspect, the. invention concerns an isolated PROl 114 interferon receptor polypeptide, 
comprising the sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 142 (SEQ ID 
NO:352), or a fragment thereof sufficient to provide a binding site for an anti-PROHM interferon receptor 
antibody. Preferably, the PROl 114 interferon receptor fragment retains a qualitative biological activity of a 
native PROl 114 interferon receptor polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
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molecule under stringent conditions with (a) a DNA molecule encoding a PROH14 interferon receptor 
polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311, inclusive of 
Figure 142 (SEQ ID NO:352), or (b) the complement of (he DNA molecule of (a), and if the test DNA molecule 
has at least about an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably 
at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) 
culturing a host cell comprising the test DNA molecule under conditions suitable for expression of the 
polypeptide, and (iii) recovering the polypeptide from the cell culture. 

In another embodiment, the invention provides chimeric molecules comprising a PROl 1 14 interferon 
receptor polypeptide fused to a heterologous polypeptide or amino acid sequence. An example of such a 
chimeric molecule comprises a PROl 114 interferon receptor polypeptide fused to an epitope tag sequence or a 
Fc region of an immunoglobulin. 

In another embodiment, the invention provides an antibody which specifically binds to a PROl 1 14 
interferon receptor polypeptide. Optionally, the antibody is a monoclonal antibody. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 114 
interferon receptor polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROH14 
interferon receptor antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 114 interferon receptor polypeptide by contacting the native PROl 114 interferon receptor 
polypeptide with a candidate molecule and monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 1 14 interferon 
receptor polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 
acceptable carrier. 

53. PRQ237 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to carbonic 
anhydrase, wherein the polypeptide is designated in the present application as W PR0237\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0237 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0237 
polypeptide having amino acid residues 1 to 328 of Figure 145 (SEQ ID NO:358), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0237 
polypeptide having amino acid residues about 24 to 328 of Figure 145 (SEQ ID NO:358) or amino acid 1 or 
about 24 to X of Figure 145 (SEQ ID N0:358), where X is any amino acid from 172 to 181 of Figure 145 (SEQ 
ID NO:358), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions, The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA34353- 1428 vector deposited on May 12, 1998 as ATCC 209855 which 
includes the nucleotide sequence encoding PR0237. 
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In another embodiment, the invention provides isolated PR0237 polypeptide. In particular, the 
invention provides isolated native sequence PR0237 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 328 of Figure 145 (SEQ ID NO:358). Additional embodiments of the 
present invention are directed to PR0237 polypeptides comprising amino acids about 24 to 328 of Figure 145 
(SEQ ID NO:358) or amino acid 1 or about 24 to X of Figure 145 (SEQ ID NO:358), where X is any amino 
5 acid from 172 to 181 of Figure 145 (SEQ ID NO:358). Optionally, the PR0237 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA34353-I428 vector deposited 
on May 12, 1998 as ATCC 209855. 

54. PRQ541 

10 * - Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a trypsin 

inhibitor protein, wherein the polypeptide is designated in the present application as "PROS41 *. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR0541 polypeptide. In one aspect, the, isolated nucleic acid comprises DNA encoding the PR0541 
polypeptide having amino acid residues 1 to 500 of Figure 147 (SEQ ID NO:363), or is complementary to such 

15 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0541 
polypeptide having amino acid residues about 21 to 500 of Figure 147 (SEQ ID NO:363), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

20 DNA45417-1432 vector deposited on May 27, 1998 as ATCC 209910 which includes the nucleotide sequence 
encoding PR0541. 

In another embodiment, the invention provides isolated PR0541 polypeptide. In particular, the 
invention provides isolated native sequence PR0541 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 500 of Figure 147 (SEQ ID NO:363). Additional embodiments of the 
25 present invention are directed to PR0541 polypeptides comprising amino acids about 21 to 500 of Figure 147 
(SEQ ID NO:363). Optionally, the PR0541 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA45417-1432 vector deposited on May 27, 1998 as ATCC 
209910. 

30 55. PRQ273 

Applicants have identified a cDNA clone that encodes a novel polypeptide, wherein the polypeptide is 
designated in the present application as "PR0273\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0273 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0273 
35 polypeptide having amino acid residues 1 through 1 1 1 of Figure 149 (SEQ ID NO:370), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
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under high stringency conditions. 

In another embodiment, the invention provides isolated PR0273 polypeptide. In particular, the 
invention provides isolated native sequence PR0273 polypeptide, which in one embodiment, includes an amino 
acid 1 sequence comprising residues 1 through 1 1 1 of Figure 149 (SEQ ID NO:370). 

56. PRO701 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
neuroligins 1, 2, and 3, wherein the polypeptide is designated in the present application as "PRO701\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO701 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO70I 
polypeptide having amino acid residues 1 through 816 of Figure 151 (SEQ ID NO:375), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited with the ATCC on March 31 , 1998 which includes the nucleotide sequence encoding PRO70L 

In another embodiment, the invention provides isolated PRQ70I polypeptide. In particular, the 
invention provides isolated native sequence PRO701 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 816 of Figure 151 (SEQ ID NO:375). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PRO701 polypeptide. Optionally, 
the PRO701 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited with the ATCC on March 31, 1998. 

57. PRO704 



Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
VIP36, wherein the polypeptide is designated in the present application as "PRO704". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO704 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO704 
polypeptide having amino acid residues 1 through 348 of Figure 153 (SEQ ID NG:380), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on March 31, 1998 with the ATCC as DNA5091 1-1288, which includes the nucleotide sequence 
encoding PRO704. 

In another embodiment, the invention provides isolated PRO704 polypeptide. In particular, the 
invention provides isolated native sequence PRO704 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 348 of Figure 153 (SEQ ID NO-.380), An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PRO704 polypeptide. Optionally, 
the PRO704 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on March 31, 1998 with the ATCG as DNA5091 1-1288. 
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58. PRO706 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to prostatic 
acid phosphatase precursor and lysosomal acid phosphatase precursor, wherein the polypeptide is designated in 
the present application as "PRO706". 

. In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
5 a PRO706 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO706 
polypeptide having amino acid residues 1 through 480 of Figure 155 (SEQ ID NO:385), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on April 21, 1998 with the ATCC as DNA48329- 1290 which includes the nucleotide sequence 
10 encoding PRO706. 

In another embodiment, the invention provides isolated PRO706 polypeptide. In particular, the 
invention provides isolated native sequence PRO706 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 480 of Figure 155 (SEQ ID NO:385), or comprising residues 19 
through480 ofFigure l55(SEQ IDNO:385). Optionally, the PRO706 polypeptide is obtained or is obtainable 
15 by expressing the polypeptide encoded by the cDNA insert of the vector deposited on April 21, 1998 with the 
ATGC as DNA48329-1290. 

59- PRO707 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
20 cadherins, particularly cadherin FIB3; wherein the polypeptide is designated in the present application as 
•PRO707\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO707 polypeptide. In one aspect, the. isolated nucleic acid comprises DNA encoding the PRO707 
polypeptide having amino acid residues 1 to 916 of Figure 157 (SEQ ID NO:390), or is complementary to such 
25 encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on May 27, 1998 with the ATCC as DNA48306-1291 which includes the nucleotide sequence encoding 
PRO707. 

In another embodiment, the invention provides isolated PRO707 polypeptide. In particular, the 
30 invention provides isolated native sequence PRO707 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to916of Figure 157 (SEQ ID NO:390). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a PRO707 polypeptide. Optionally, the 
PRO707 polypeptide is obtained or is obtainable by expressmg the poryp^ 
the vector deposited on May 27, 1998 with the ATCC as DNA48306-1291 . 

35 
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60. PRQ322 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
neuropsin, wherein the polypeptide is designated in the present application as "PR0322\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0322 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0322 
polypeptide having amino acid residues 1 or 24 through 260 of Figure 159 (SEQ ID NO:395), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the vector deposited on March 1 1, 1998 as ATCC no. 209669 which includes the nucleotide sequence 
encoding PR0322. 

In another embodiment, the invention provides isolated PR0322 polypeptide. In particular, the 
invention provides isolated native sequence PR0322 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 or 24 through 260 of Figure 159 (SEQ ID NO:395). An additional 
embodiment of the present invention is directed to an isolated extracellular domain of a PR0322 polypeptide. 
Optionally, the PR0322 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the 
cDNA insert of the vector deposited on March 1 1 , 1998 as ATCC no. 209669. 

61. PRQ526 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
ALS, wherein the polypeptide is designated in the present application as "PR0526". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0526 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0526 
polypeptide having amino acid residues 1 to 473 of Figure 161 (SEQ ID NO:400), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on March 26, 1998 with the ATCC as DNA44184-1319 which includes the nucleotide sequence 
encoding PR0526. 

In another embodiment, the invention provides isolated PR0526 polypeptide. In particular, the 
invention provides isolated native sequence PR0526 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 473 of Figure 161 (SEQ ID NO:400). Optionally, the PR0526 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on March 26, 1998 with the ATCC as DNA44184-I319 which includes the nucleotide sequence 
encoding PR0526. 

62. PRQ531 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
protocadherinsv wherein the polypeptide is designated in the present application as 'PR053I \ 
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lno„ee m bo* m em^ 

a PRG531 polypeptide. 1„ one aspect, the isolated nucleic acid comprises DNA encode me PR0531 
polypeptide having amino acid residues 1 to 789 of Figure 163 (SEQ ID NO:405). or is complementa ry to such 
encodmg nucleic acid sequence, and remains stab.y bound to it uhder a, least moderate, a*, op.iona.ly under 
htgh stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insen of the vector 
5 deposited on March 26. 1998 as DNA483.4-I320 which includes the nucleotide sequence encoding PRQ53, 
In anomer embodiment, me invention provides isolated PRQ531 polypeptide. I„ panicular the 
mvention provides isolated native sequence PR0531 polypeptide, which in one embodiment, includes an amino 
acd sequence comprising residues 1 to 789 of Figure ,63 (SEQID NO:405). An additional embodiment of the 
. present invention is directed to an isolated extracellular domain of a PRG53, polypeptide. Optional*, the 
10 PROS3, polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of 
the vector deposited on March 26, 1998 as DNA48314-1320. 

63. PRQ534 

15 dtsumde isomerase (sometimes referred to herein as protein disulfide isomerase). wherein me polypeptide is 
designated in the present application as "PR0534\ 

Inoneembodimen,memv^^^^ 
a PRG534 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encodine me PRQ534 
polypeptide having amino acid residues I to 360 of Figure ,65 (SEQ ,D NO:4 10). or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under a, least moderate, and optionaUy under 
htgh stringency conditions. TT* isolated nucleic acid sequence may comprise the cDNA insen of the vector 
deposited on March 26. ,998 as DNA48333-132, which includes me nuCeoude sequence encodin- PRQ534 
In another embodiment, the invention provides isolated PR0534 polypeptide. In panicular the 
- .mention provides isolated native sequence PRQ534 polypeptide, which in one embodiment, includes an amino 
25 ac I dse W com P risingresidues,,o360ofFigure,65(SE Q rDNO:4I0). An additional embodiment of me 
present invention is directed to an isolated extracellular domain of a PRQ534 polypepdde. Optionally, me 
PROS34 polypeptide is obtained or is obtamable by expressmg me polypeptide enc«ied by the cDNA ins^ 
the vector deposited on March 26. 1998 as DNA48333-1 321. 

30 64. PRQ697 

Applicantsfcve^^ 
sFRPs. wherem the polypeptide is designated in the presem application as -PR0697- 

In one embodiment, me invention provides an isolated nucleic acid molecule comprismg DNA encoding 
a PR0697 polypepUde. ,» one aspect, the isolated nucleic acid comprises DNA encoding the PR0697 
polypeptide having amino acid residues , through 295 of Figure 167 (SEQ ID NO:415), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to i, under at leas, moderate, and optiona«y 
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under high stringency conditions. The iso.ated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited with the ATCC on March 26, 1998 as DNA50920-1325 which includes the nucleotide sequence 

encoding PR0697. 

In another embodiment. the invention provides isolated PR0697 polypeptide. In particular the 
invent™ provides isolated native sequence PRQ697 polypeptide, which in one embodiment, includes an amino 
a«d sequence comprising residues 1 through 295 of Figure 167 (SEQ ID NG:415). Optionally the PR0697 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited with the ATCC on March 26, 1998 as DNA50920-1325: 

65. PRQ717 

Applicantshaveid^fiedacpNAclonethaterK^esanove. 12 transmembrane polypeptide, wherein 
the polypeptide is designated in the present application as "PR0717". 

Inoneembodimem.themv^ 
a PR0717 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRQ717 
polypeptide having amino acid residues 1 through 560 of Figure 169 (SEQ ID NO:420), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to i, under a, least moderate, tod optional* 
under high stringency conditio,.. The isolated nucleic acid sequence may comprise the cDNA insert of the" 
vector deposited on April 28. ,998 with the ATCC as DNA50988-, 326. which includes the nucleotide sequence 
encoding PR07 17. 

In another embodiment, the invention provides isolated PR07I7 polypeptide. In particular the 
mvention provides isolated native sequence PRQ717 polypeptide. Which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 560 of Figure 169 (SEQ ID NO:420). An additional embodiment 
of the present invention is directed to an isolated exrracel.ular domain of a PR07 17 polypeptide. Optional* 
the PRG717 polypeptide is obtained or is obtainable by expressing me polypeptide encoded by the cDNA insert 
of the vector deposited on April 28, 1998 with the ATCC as DNA50988-1326. 

66. PRQ731 

Ar*licah*l*veid^ 
protocadhenn 4. wherein the polypeptide is designated in the present application as "PR0731 -. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0731 polypeptide. I„ one aspect, the isolated nucleic acid comprises DMA encoding me PR0731 
polypeptide having ammo acid residues , through H 84 of Fi^^^ 

to such encoding nucleic acid sequence, and i*^^^^^^.,,^^.,^ 
under mgh stringency conditions. The isolated nucleic acid sequence may comprise me CDNA insert of the 
'^P^onM^ 

35 encoding PR0731. \ 

In another embodiment, the invention provides isolated PRQ731 polypeptide. In particular, the 
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^np^^^^^p^^,^ tW ^ fa _ em ^ imcntjncIudesanamh)o 

t7v7 r emi : exmcemai — - ° f a pr ° 73 * <*««-*. 

the PR073 , po.ypept.de , s obtained or is obuinab.e by expressing the polypeptide encoded by the cDN A insert 
of the vector deposited on March 31, 1998 with the ATCC as DNA4833 1-1329 

5 

67. PRQ218 

Applies ha»e ttom* , cDNA clone erodes , ^i.,™^^ ^ _ 

ZTT *tLT - me °*™ e tC8 '''"" ^ " hereta * * **~ - »' I— 

apphcauon as PR0218V 

' . ein ' > ' :M '''' ,em * ^ ' lmea ^ aa provides an isolated nucleic acid molecule comprising DNA encoding 

FRQ2I. polypcide. to one ^ ^ ^ ^ ^ cOTpfjses ^ ^ 

PC^Ode h,^ ^ , ^ „ of Figure m (SEQ , D NO:430) , or „ 

«*r igh ^^.^^^^^^^^ 

vector deposited on April 28, 1998 with the ATCC as DNA308fi7 1 rts «,h vf, <-,.,,. 
, encoding PRQ218. DNA30867-. 335 winch mdudes the nucleotide sequence 

«n another embod^nt. the invention provides isolate. PR0218 polypeptide, In particular the 
pennon prov,des isoiated native sequence PR0218 polypeptide, which in one embodiment, includes an amino 

^^ l( fc ] ^^ ofI ^i^ ro ^ Optionally, the PR0218 
po.ypepudetsobtaine.orisob^ 

depos,ted on April 28, 1998 with the ATCC as DNA30867-1335. 

Inan^eren.bodnr.ent, the invention provides an expressed sequence tag (EST) sequence comprising 
the nucleotide sequence of Figure 174 (SEQ ID NO:431), designated herein as DNA14472 

the nucilr^ emb0dimen,, ^ inVent50D Pr0VideS » ^— «* (EST) sequence comprising 

the nuc.eoude sequence of Figure 175 (SEQ ID NO:432). designated herein as DNA15846. 

68- PRQ768 

mtegnns, wheretn the polypeptide is designated in the present application as "PR0768" 

a pro^T^'^^^ 
PR0768 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0768 

^Udehaving amino acid residues 1 through 1 141 of Figure 177 (SEQ ID NO:437), or is complementary 

« acid sequence, and remains stably bound to i, under a, ieast moderate, and optional^ 
under high strmgency conditions. The isolated nucleic acid sequence may comprise the cDN A insert of the 
^68 ° n ^ ^ 1998 ^ ; PNA55737-1345 which includes the nucleotide sequence encoding 
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In another embodiment, the invention provides iso.ated PRQ768 poiypeptide. to particular the 
mvenuon provides isolated native ^ence PRQ768 p,^^ 

actdseouencecotnprisingresidues , through 1,4, of Figure ,77(SEQ,DNO:437). An actional embodiment 
of * .present tnvention is directed to an i^ated extras dotnain of a PR0768 polypeptide. Optionally 
^oSpolyc^^^ 

5 of the vector deposited on April 6, 1998 as DNA55737-1345. 

69. PRQ771 

^"^ve^^ 
test.ca„. wherem the polypeptide is designated in the present application as "PR077,- 

10 a PRO ™ TT"'^^^^ 

a PR0771 polypepude. ,n one aspect, the isolated nucleic acid comprises DNA encoding the PROT7, 

^.,de having atnino acid residues 1 through 436 of Figure ,7, (SEQ ,D NO:442>, or is complement 
U.suche^g.uc.eicacid^andre^ 

conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 

" T ^ ? * W8 * ATCC aS DNA4 ^6 whic* incudes me nucleotide sequence 
encoding PR077L 4 

In another embodiment, the invention provides iso,a,ed PRG77, polypeptide. ,„ particular the 
invents prides isolated native sequence PR077I polypeptide, which in ooe embodime nt , includes an amino 
^^co^^i^^^n^^^ Optionally, the PROT7, 

deposited on April 7. ,998 with the ATCC as DNA49829-J346. 
70. PRQ733 

25 Wt,^^ 

W! rCCePt0r ^ ^ ^ " deS,gna,Cd " *? F— as 

-PROT33 porypept.de. In one aspect, me isolated nucleic acid comprises DNA encoding the PR0733 
^de having amino acid residues 1 through 229 of Figure ,8, (SEQ ID NO.-447). or is compiementary 

2 h 7 nUClCiC ^ ^ ""^ StaWy ^ * ■* — - derate, and opuonal* 

under h,gh stnngency condiUons. The ^^ u* ^ + ^ 

vector deposued on April 7. 1998 W ia, ^ ATCC ^ DNAS . . . 

Encoding PROT33. DNA52,96-,348 whrch mcludes the nudeotide sequence 

In another embodiment, me invention provides iso.ated PR0733 polypeptide. ,„ particular the 
sequence comprising residues 1 through 22 , of FlgU re ,8, (SEQ ,D NO :447, An additional embodiment 
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of the present invention is directed to an isolated extracellular domain of a PR0733 polypeptide. Optionally, 
the PR0733 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the vector deposited on April 7, 1998 as DNA52196-1348. 

71. PRQ162 

5 Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 

pancreatitis-associated protein, wherein the polypeptide is designated in the present application as "PRO 162". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 162 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 162 
polypeptide having amino acid residues 1 through 175 of Figure 183 (SEQ ID NO:452), or is complementary 
10 to such encoding nucleic acid sequence, and remains stabry'bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 6, 1998 with the ATCC as DNA56965-1356 which includes the nucleotide sequence 
encoding PR0162. 

In another embodiment, the invention provides isolated PRO 162 polypeptide. In particular, the 
15 invention provides isolated native sequence PR0162 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 175 of Figure 183 (SEQ ID NO:452). Optionally, the PR0162 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 6, 1998 with the ATCC as DNA56965-1356. 

20 72. PRQ788 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
antineoplastic urinary protein, wherein the polypeptide is designated in the present application as "PR0788\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0788 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0788 
25 polypeptide having amino acid residues 1 through 125 of Figure 185 (SEQ ID NO:454), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 6, 1998 with the ATCC as DNA56405-1357 which includes the nucleotide sequence 
encoding PR0788. 

30 In another embodiment, the invention provides isolated PR0788 polypeptide. In particular, the 

invention provides isolated native sequence PR0788 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 125 of Figure 185 (SEQ ID NO:454). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PR0788 polypeptide. Optionally, 
the PR0788 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 

35 of the vector deposited on May 6, 1998 with the ATCC as DNA564Q5-1357. 
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73! PRO 1008 

Applicants have identified a cDN A clone thai encodes a novel polypeptide having sequence identity with 
dickkopf-l.(dkk-l), wherein the polypeptide is designated in the present application as "PRO 1008". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1008 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1008 
polypeptide having amino acid residues 1 through 266 of Figure 187 (SEQ ID NO:456), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 with die ATCC as DNA5753CM375 which includes the nucleotide sequence 
encoding PRO1008. 

In another embodiment, the invention provides isolated PRO1008 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1008 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 266 of Figure 187 (SEQ ID NO:456). Optionally, the PRO1008 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the vector 
deposited on May 20, 1998 with the ATCC as DNA57530-1375. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA16508 comprising the nucleotide sequence of Figure 188 (SEQ ID NO:457). 

74. PRO1012 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
disulfide isomerase and phospholipase C, wherein the polypeptide is designated in the present application as 
"PRO1012\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 10 12 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 10 12 
polypeptide having amino acid residues 1 through 747 of Figure 190 (SEQ ID NO:459), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14, 1998 with the ATCC as DNA56439-I376, which includes the nucleotide sequence 
encoding PRO1012. 

In another embodiment, the invention provides isolated PRO 1Q12 polypeptide. In particular, the 
invention provides isolated native sequence PRO1012 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 747 of Figure 190 (SEQ ID NO:459). Optionally, the PRO1012 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 14, 1998 with the ATCC as DNA56439-1376. 
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75. PRO1014 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
reductase, wherein the polypeptide is designated in the present application as "PRO1014". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PROI0I4 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PROI014 
polypeptide having amino acid residues 1 through 300 of Figure 192 (SEQ ID NO:464), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
e under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 as DNA56409- 1377 with the ATCC which includes the nucleotide sequence 
encoding PRO1014. 

In another embodiment, the invention provides isolated PRO1014 polypeptide. In particular, the 
invention provides isolated native sequence PRO10I4 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 300 of Figure 192 (SEQ ID NO:464). Optionally/the PRO1014 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 20, 1998 as DNA56409-1377 with the ATCC. 

76. PRO1017 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
HNK-1 sulfotransferase, wherein the polypeptide is designated in the present application as -PROIO'17". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1017 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1017 
polypeptide having amino acid residues 1 through 414 of Figure 194 (SEQ ID N0.466), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 20, 1998 with the ATCC as DNA561 12-1379 which includes the nucleotide sequence 
encoding PRO1017. 

In another embodiment, the invention provides isolated PROI017 polypeptide. In particular, the 
invention provides isolated native sequence PRO1017 polypeptide, which in one emrjodiment, includes an amino 
acid sequence comprising residues 1 through 414 of Figure 194 (SEQ ID NO:466) Optionally, the PRO1017 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
deposited on May 20, 1998 with the ATCC as DNA56112-1379. 

77. PRQ474 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
dehydrogenase, wherein the polypeptide is designated in the present application as "PRQ474\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0474 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0474 
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polypeptide having amino acid residues 1 through 270 of Figure 196 (SEQ ID NO:468), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14, 1 998 with the ATCC as DNA56045-1 380 which includes the nucleotide sequence 
encoding PR0474^ 

5 In another embodiment, the invention provides isolated PR0474 polypeptide. In particular, the 

invention provides isolated native sequence PR0474 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues I through 270 of Figure 196 (SEQ ID NO:468). Optionally, the PR0474 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the vector 
deposited on May 14, 1998 with the ATCC as DNA56045-1380. 

10 

78. PRO1031 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
JL-17, wherein the polypeptide is designated in the present application as "PRO1031" . 

In one embodiment, the invention provides an- isolated nucleic acid molecule comprising DNA encoding 
15 a PRO 1031 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO 1031 
polypeptide having amino acid residues 1 through 180 of Figure 198 (SEQ ID NO:470), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14, 1998 with the ATCC as DNA59294- 1381 which includes the nucleotide sequence 
20 encoding PRO1031. . - - 

In another embodiment, the invention provides isolated PRO 1031 polypeptide. In particular, the 
invention provides isolated native sequence PRO 103 1 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 180 of Figure 198 (SEQ ID NO:470). Optionally, the PRO1031 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert of the vector 
25 deposited on May 14, 1998 with the ATCC as DNA59294-1381. 

79. PRQ938 

Applicants have identified a cDNA clone that encodes a novel ^polypeptide having sequence identity to 
protein disulfide isomerase, wherein the polypeptide is designated in the present application as "PR0938\ 

30 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0938 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0938 
polypeptide having amino acid residues 1 to 349 of Figure 200 (SEQ ID NO:472), or is complementary to such 
encxxiing nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PR0938 

35 polypeptide having amino acid residues about 23 to 349 of Figure 200 (SEQ ID NO:472) or amino acid 1 or 
about 23 to X of Figure 200 (SEQ ID NO:472), where X is any amino acid from 186 to 195 of Figure 200 (SEQ 
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ID NO:472), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA56433-1406 vector deposited on May 12, 1998, as ATCC Accession No. 
209857 which includes the nucleotide sequence encoding PR0938. 

In another embodiment, the invention provides isolated PR0938 polypeptide. In particular, the 
invention provides isolated native sequence PR0938 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues I to 349 of Figure 200 (SEQ ID NO:472). Additional embodiments of the 
present invention are directed to PR0938 polypeptides comprising amino acids about 23 to 349 of Figure 200 
(SEQ ID N0:472) or amino acid 1 or about 23 to X of Figure 200 (SEQ ID NO:472), where X is any amino 
acid from 186 to 195 of Figure 200 (SEQ ID NO:472). Optionally, the PR0938 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA56433-1406 vector deposited 
oh May 12, 1998, as ATCC Accession No. 209857. 



80; PRO1082 

Applicants have identified a cDN A clone that encodes a novel polypeptide haying sequence identity with 
a lectin-Iike oxidized U>L receptor, wherein the polypeptide is designated in the present application as 
*PRO1082\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1082 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1082 
polypeptide having amino acid residues 1 through 201 of Figure 202 (SEQ ID NO:477), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 14, 1998 with the ATCC as DNA53912-1457 which includes the nucleotide sequence 
encoding PRO 1082. 

In another embodiment, the invention provides isolated PRO 1082 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1082 polypeptide, which in one embodiment, includes an amino 
acidsequ(mcecompri^ An additional embodiment 

of the present invention is directed to an isolated domain of a PRO1082 polypeptide, excluding the 
transmembrane domain. Optionally, the PRO1082 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the vector deposited 6n May 14, 1998 with the ATCC as 
30 DNA53912-1457. 

81. PRO1083 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity with 
' > a 7TM receptor, latrophilin-related protein 1 , and a macrophage restricted cell surface glycoprotein, wherein 
35 the polypeptide is designated in the present application as "PRO1083". : 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
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a PRO1083 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO1083 
polypeptide having amino acid residues 1 through 693 of Figure 204 (SEQ ID NO:483), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on May 12, 1998 with the ATCC as DNA5092M458 which includes the nucleotide sequence 
encoding PRO1083. 

In another embodiment, the invention provides isolated PRO1083 polypeptide. In particular, the 
invention provides isolated native sequence PRO1083 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 693 of Figure 204 (SEQ ID NO:483). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PRO1083 polypeptide. Optionally, 
the PRO1083 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert 
of the vector deposited on May 12, 1998 with the ATCC as DNA5092M458. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA24256 which comprises the nucleotide sequence of Figure 205 (SEQ. ID NO:484). 

82. PRO200 

The objects of this invention, as defined generally supra, are achieved at least in part by the provision 
of a novel polypeptide, VEGF-E also herein designated PRO200, (SEQ ID NO:488) and the nucleic acid 
encoding therefor, SEQ ID NO:487, residues 259 through 1293. ■ % 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a VEGF-E polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the VEGF-E 
polypeptide having amino acid residues I through 345 of Figure 207 (SEQ ID NO:488), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under low stringency conditions. In 
another embodiment, variants are provided wherein the VEGF-E nucleic acid has single or multiple deletions, 
substitutions, insertions, truncations or combinations thereof . 

In another embodiment, the invention provides isolated VEGF-E polypeptide. In particular, the 
invention provides an isolated native sequence VEGF-E polypeptide, which in one embodiment, includes an 
amino acid sequence comprising residues 1 through 345 of Figure 207 (SEQ ID NO:488). In another 
embodiment, variants are provided wherein the VEGF-E polypeptide has single or multiple deletions, 
substitutions, insertions, truncations or combinations thereof. 

in yet farther embodiments, the present invention is directed to compositions useful for treating 
indications where proliferation, survival and/or differentiation of cells is desired, comprising a therapeutically 
effective amount of a VEGF-E polypeptide hereof in admixture with a pharmaceutically acceptable carrier. 

The invention further includes associated emrx>diments of VEGF-E such as modified VEGF-E 
polypeptides and modified variants which have the same biological applications as VEGF-E. and phannaceuticai 
compositions incorporating same. Inhibitors of VEGF-E are also provided. 
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83. PRQ28S and PRQ286 

Applicants have identified two novel cDN A clones that encode novel human Toll polypeptides, 
designated in the present application as PR0285 (encoded by DNA4002I-1 154) and PR0286 (encoded by 
DNA42663-1154). 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising a DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to (a) a DNA molecule encoding a PR0285 polypeptide having amino acid residues 27 to 839 of Figure 
209 (SEQ ID NO:496); or (b) to a DNA molecule encoding a PR0286 polypeptide having amino acid residues 
27 to 825 of Figure 211 (SEQ ID NO:498) or (c) the complement of the DNA molecule of (a) or (b). The 
complementary DNA molecule preferably remains stably bound to such encoding nucleic acid sequence under 
at least moderate, and optionally, under high stringency conditions. 

In a further embodiment, the isolated nucleic acid molecule comprises a porynucleotkle that has at least 
about 90%, preferably at least about 95% sequence identity with ajwlynucleotide encoding a polypeptide 
comprising the sequence of amino acids 1 to 839 of Figure 209 (SEQ ID NO:496); or at least about 90%, 
preferably at least about 95% sequence identity with a polynucleotide encoding a polypeptide comprising the 
sequence of amino acids 1 to 1041 of Figure 211 (SEQ ID NO:498). 

to a specific embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding native or variant PR0285 and PR0286 polypeptides, with or without me N-terniinal signal sequence, 
and with or without the transmembrane regions of the respective full-length sequences. In one aspect, the 
isolated nucleic acid comprises DNA encoding a mature, full-length native PR0285 or PR0286 polypeptide 
having amino acid residues I to 1049 of Figure 209 (SEQ ID NO:496) and 1 to 1041 of Figure 21 1 (SEQ ID 
NO: 498). or is complementary to such encoding nucleic acid sequence. In another aspect, the invention 
concerns an isolated nucleic acid molecule that comprises DNA encoding a native PR0285 or PRQ286 
polypeptide without an N-terminal signal sequence, or is complementary to such encoding nucleic acid sequence. 
In yet another embodiment, the invention concerns nucleic acid encoding transmembrane-domain deleted or 
inactivated forms of the full-length native PR0285 or PR0286 proteins. 

In another einbodiment. the invention the isolated nucleic acid molecule comprises the clone 
(DNA40021-1154) deposited on October 17, 1997. under ATCC number 209389; or the clone (DNA42663- 
1154) deposited on October 17. 1997, under ATCC number 209386. 

In yet another embodiment, the invention provides a vector comprising DNA encoding PR0285 and 
PR0286 polypeptides, or their variants. Thus, the vector may comprise any of the isolated nucleic acid 
molecules hereinabove defined. 

In another embodiment, the invention provides isolated PR0285 and PR0286 polypeptides. In 
particular, the invention provides isolated native sequence PR0285 and PR0286 polypeptides, which in one 
enibodiment, include the amino acid sequences comprising residues 1 to 1049 and 1 to 1041 of Figures 209 and 
211 (SEQ ID NOS:496 and 498), respectively. The invention also provides for variants of the PR0285 and 
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PR0286 polypeptides which are encoded by any of the isolated nucleic acid molecules hereinabove defined. 
Specific variants include, but are not limited to, deletion (truncated) variants of the full-length native sequence 
PR0285 and PR0286 polypeptides which lack the respective N-terminal signal sequences and/or have their 
respective transmembrane and/or cytoplasmic domains deleted or inactivated. 

The invention also specifically includes antibodies with dual specificities, e.g., bispecific antibodies 
5 binding more than one Toll polypeptide. 

In yet another embodiment, the invention concerns agonists and antagonists of the native PR0285 and 
PR0286 polypeptides. In a particular embodiment, the agonist or antagonist is an anti-PR0285 or anti-PR0286 
antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists of 
10 the native PR0285 and PR0286 polypeptides. 

In a still further embodiment, the invention concerns a composition comprising a PR0285 or PR0286 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 
acceptable carrier. 

The invention further concerns a composition comprising an antibody specifically binding a PR0285 
15 or PR0286 polypeptide, in combination with a pharmaceutically acceptable carrier. 

The invention also concerns a method of treating septic shock comprising administering to a patient an 
effective amount of an antagonist of a PR0285 or PR0286 polypeptide. In a specific embodiment, the antagonist 
is a blocking antibody specifically binding a native PR0285 or PR0286 polypeptide. 

20 84. PRQ21M. PRO1330 and PRQ1449 

The present invention concerns compositions and methods for the diagnosis and treatment of neoplastic 

cell growth and proliferation in mammals, including humans. The present invention is based on the identification 

of genes that are amplified in the genome of tumor cells. Such gene, amplification is expected to be associated 

with the overexpression of the gene product and contribute to tumorigenesis. Accordingly, the proteins encoded 

25 by the amplified genes are believed to be useful targets for the diagnosis and/or treatment (including prevention) 

of certain cancers, and may act as predictors of the prognosis of tumor treatment. 
■ ■ \ " * * 

In one embodiment, the present invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0213-1, PRO1330 and/or PR01449 polypeptide. In one aspect, the isolated nucleic acid comprises DNA 
encoding the PR0213-1, PRGI330 and/or PROl 449 polypeptide havmg amu^ 

30 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID 
NO:510), respectively, or is complementary to such encoding nucleic acid sequence, and remains stably bound 
to it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid 
sequence may comprise the cDNA insert of the vector designated as DNA30943-1 163 (ATCC 209791) deposited 
on April 21, 1998; DNA64907- 1163-1 (ATCC 203242) deposited on September 9, 1998 anaVor DNA64908- 

35 1 163-1 (ATCC 203243) deposited on September 9, 1998. 

In another embodiment, the present invention comprises an isolated nucleic acid molecule having at least 
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about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least about 
90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule encoding 
a PR0213-I , PRO1330 and/or PR01449 polypeptide having amino acid residues 1 to 295 of Figure 213 (SEQ 
ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), 
respectively; or (b) the complement of the DNA molecule of (a). 

In another embodiment, the invention provides an isolated PR0213-1, PRO1330 and/or PR01449 
polypeptide. In particular, the invention provides isolated native sequence PR02 13-1, PRO1330 and/or 
PRO 1449 polypeptide, which in one embodiment, includes an amino acid sequence comprising residues 1 to 295 
of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ 
ID NO:510), respectively. Optionally, the PR0213-1, PRO1330 and/or PR01449 polypeptide is obtained or 
obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA30943-1 163 (ATCC 209791), 
DNA64907-1 163-1 (ATCC 203242) or DNA64908-1 163-1 (ATCC 203243). 

In another aspect, the invention provides an isolated PR02I3-1, PRO1330, and/or PR01449 
polypeptide, comprising an amino acid sequence having at least about 80% sequence identity, preferably at least 
about 85% sequence identity, more preferably at least about 95% sequence identity to amino acid residues 1 to 
295 of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 
(SEQ ID NO:510), inclusive. 

In yet another embodiment, the invention provides an isolated PR021 3-1, PRO1330, and/or PR01449 
polypeptide, comprising the amino acid residues 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 
215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ ID NO:510), or a fragment thereof sufficient to provide 
abinding site for an anti-PR0213-l , anti-PROI330 and/or anti-PRO!449 antibody. Preferably, the PR0213-1 , 
PRO1330, and/or PR01449 fragment retains a qualitative biological activity of a native PR0213-I, PRO1330, 
and/or PRO 1449 polypeptide. 

In a further aspect, the invention concerns an isolated PR0213-1, PRO1330, and/or PROI449 
polypeptide, comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 
85% positives, more preferably at least about 90% positives, most preferably at least about 95% positives when 
compared with the amino acid sequence of residues 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 of 
Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), respectively. 

In still a further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with: (a) a DNA molecule encoding a PR0213-1, PRO1330, and/or 
PR01449 polypeptide having the amino acid residues from 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 
of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510), respectively; or the 
complement of the DNA molecule of (a), and if said test DNA molecule has at least about an 80% sequence 
identity to (a) or (b), (ii) culturing a host cell comprising said test DNA molecule under condiiions suitable for 
the expression of said polypeptide, and (Hi) recovering said polypeptide from the cell culture: 

In one embodiment, the present invention concerns an isolated antibody which binds a PR0213-1, 
PRO1330 and/or PR01449 polypeptide. In one aspect, the antibody induces death of a cell overexpressing a 
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PR0213-1. PROI330 and/or PRO 1449 polypeptide. In another aspect, the antibody is a monoclonal antibody, 
which preferably has nonhuman complementarity determining region (CDR) residues and human framework 
region (FR) residues. The anybody may be I labeled and may be immobilized on a solid support. In a farther 
aspect, the antibody is an antibody fragment, a single-chain antibody, or an anti-idiotypic antibody. 

In another embodiment, the invention concerns a composition comprising an antibody which binds a 
5 PR0213-1 . PRO1330 and/or PR01449 polypeptide in admixture with a pharmaceutical^ acceptable carrier. 
In one aspect, the composition comprises a therapeutically effective amount of the antibody, in another aspect, 
the composition comprises a further active ingredient, which may. for example, be a further antibody or a 
cytotoxic or chemotherapeutic agent. Preferably, the composition is sterile. 

In a farmer embedment, me m^^^ anti-PRO1330 
10 and/or anti-PR01449 antibody, and vectors and recombinant host ceUs comprising such nucleic acid. 

The invention further concerns antagonists and agonists of a PR0213-1 . PRO1330 and/or PR01449 
polypeptide that inhibit one or more of the functions or activities of the PR0213-1. PROI330 and/or PR01449 
polypeptide. 

In a further embodiment, the invention concerns isolated nucleic acid molecules that hybridize to the 
15 complement of the nucleic acid molecules encoding the PR0213-1 . PRO1330 and/or PR01449 polypeptides. 
The nucleic acid preferably is DNA. and hybridization preferably occurs under stringent conditions. Such 
nucleic acid molecules can act as antisense molecules of the amplified genes identified herein, which, in mm. 
can find use in the modulation of the respective amplified genes, or as antisense primers in amplification^ 
reactions. Furthermore, such sequences can be used as part of ribozyme and/or triple helix sequence which, 
!0 in turn, may be used in regulation of the amplified genes. 

In another embodiment, the invention concerns a method for determining the presence of a PR0213- 1 , 
PROI330 and/or PROI449 polypeptide comprising exposing a cell suspected of containing the PR0213-1 , 
PRO1330 and/or PR01449 polypeptide to an anti-PR0213-l. PROI330 and/or PR01449 antibody and 
determining binding of the antibody to the cell. 
5 In yet another embodiment, the present invention concerns a method of diagnosing tumor in a mammal, 

comprising delecting the level of expression of a gene encoding a PR0213-1, PRO1330 and/or PR01449 
polypeptide (a) in a test sample of tissue cells obtained from the mammal, and (b) in a control sample of known 
.normal tissue cells of the same cell type, wherein a higher expression level in the test sample indicates the 
presence of tumor in the mammal from which the test tissue cells were obtained. 
0 In another embodiment, the present invention concerts a method of diagnosing tumor in a mammal, 

comprising (a) contacting an anti-PR0213-l, anti-PRO1330 and/or anti-PR01449 antibody with a test sample 
of tissue cells obtained from the mammal, and (b) detecting the formation of a complex between the anti- 
PR0213-1, anti-PRO1330 and/or anti-PR01449 antibody and the PR02I3-1, PRO1330 and/or PR01449 
, polypeptide in the test sample. The detection may be qualitative or quantitative, and may be performed in 
comparison with monitoring the complex formation in a control sample of known normal tissue cells of the same 
cell type. A larger quantity of complexes formed in the test sample indicates the presence of tumor in the 
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mammal from which the test tissue cells were obtained. The antibody preferably carries a detectable label. 
Complex formation can be monitored, for example, by light microscopy, flow cytometry, fluorimetry , or other 
techniques known in the art. The test sample is usually obtained from an individual suspected to have neoplastic 
cell growth or proliferation (e.g. cancerous cells). 

In another embodiment, the present invention concerns a cancer diagnostic kit, comprising an anti- 
PR0213-1, anti-PRO1330 and/or anti-PR01449 antibody and a carrier (e.g. a buffer) in suitable packaging. 
The kit preferably contains instructions for using the antibody to detect the PR0213-], PRO1330 and/or 
PR01449 polypeptide. 

In yet another embodiment, the invention concerns a method for inhibiting the growth of rumor cells 
comprising exposing a cell which overexpresses a PR0213-I, PRO1330 and/or PR01449 polypeptide to an 
effective amount of an agent inhibiting the expression and/or activity of the PR0213-1, PRO1330 and/or 
PR01449 polypeptide. The agent preferably is an anti-PR0213-l, anti-PRO1330 and/or anti-PR01449 
antibody, a small organic and inorganic molecule, peptide, phosphopeptide, antisense or ribozyrne molecule, or 
a triple helix molecule. In a specific aspect, the agent, e.g. anti-PR0213- 1, anti-PRO1330 and/or anti-PROI449 
antibody induces cell death. In a further aspect, the tumor cells are further exposed to radiation treatment and/or 
a cytotoxic or chemotherapeutic agent. 

In a further embodiment, the invention concerns an article of manufacture, comprising: 

a) a container; 

b) a label on the container; and 

c) a composition comprising an active agent contained within the container; wherein the composition is 
effective for inhibiting the growth of tumor cells, the label on the container indicates that the composition can 
be used for treating conditions characterized by overexpressioh of a PR0213-1, PRO1330 and/or PR01449 
polypeptide, and the active agent in the composition is an agent inhibiting the expression and/or activity of the 
PR0213-1, PRO1330 and/or PR01449 polypeptide. In a preferred aspect, the active agent is an anti-PR0213-l, 
anti-PROI330 and/or anti-PR01449 antibody. 

in yet a further embodiment, the invention provides a method for identifying a compound capable of 
inhibiting the expression and/or activity of a PR02I3-1 , PROI330 and/or PR01449 polypeptide, comprising 
contacting a candidate compound with a PR0213-1, PRO1330 and/or PR01449 polypeptide under conditions 
and for a time sufficient to allow these two components to interact. In a specific aspect, either the candidate 
compound or the PR0213-1, PRO1330 and/or PRO 1449 polypeptide is immobilized on a solid support. In 
another aspect, the non-immobilized component carries a detectable label. 

85. PR0298 



Applicants have identified a cDNA clone that encodes a novel polypeptide. The DNA is designated i 
the present application as *DNA39975~1210\ encoding a novel multi-transmembrane protein, referred 
"PR0298\ 



in 

to as 



In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA having 
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at least about 80%, preferably at least about 85%, more preferably at least about 90%, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encoding PR0298, comprising the sequence of amino acids 
I to 364 of Figure 219 (SEQ ID NO:515), or (b) the complement of the DNA molecule of (a). In one aspect, 
the isolated nucleic acid comprises DN A encoding a PR0298 polypeptide having amino, acid residues 1 to 364 
of Figure 219 (SEQ ID NO:515), or is complementary to such encoding nucleic acid sequence, and remains 
5 stably bound to it under at least moderate, and optionally, under high stringency conditions. 

In a further embodiment, the invention concerns an isolated nucleic acid molecule comprising DNA 
having at least an 80% sequence identity to (a) a DNA molecule encoding the same mature polypeptide encoded 
by the human protein cDNA in ATCC Deposit No. 209783 (DNA39975-I210). or (b) the complement of the 
DNA molecule of (a). 

10 ■ - In a still further embodiment, the invention concerns nucleic acid Which comprises a DNA molecule 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCG Deposit No. 209783 
(DNA39975-1210). 

In another embodiment, the invention provides isolated PR0298 polypeptide. In particular, the 
invention provides isolated native sequence PR0298 polypeptide, which in one embodiment, includes an amino 
15 acid sequence comprising residues 1 to 364 of Figure 219 (SEQ ID NO:515). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated DNA26832 
comprising the nucleotide sequence of Figure 220 (SEQ ID NO:516). 

86. PRQ337 

20 Applicants have identified a cDNA clone (DNA433 16- 1237) that encodes a novel polypeptide, 

designated in the present application as "PRQ337.\ 

In one embodiment, the invention provides an isolated nucleic acid molecule having at least about 80% 
sequence identity to (a) a DNA molecule encoding a PR0337 polypeptide comprising the sequence of amino 
acids 1 to 344 of Figure 222 (SEQ ID NO:523), or (b) the complement of the DNA molecule of (a). The 

25 sequence identity preferably is about 85 %, more preferably about 90%, most preferably about 95%. In one 
aspect, the isolated nucleic acid has at least about 80%, preferably at least about 85%, more preferably at least 
about 90%, and most preferably at least about 95 (including 96, 97, 98 and 99%) sequence identity with a 
polypeptide having amino acid residues 1 to 344 of Figure 222 (SEQ ID NO:523). Preferably, the highest 
degree of sequence identity occurs within the immunoglobulin and major histocompatibility domains (amino acids 

30 1 13 to 130 of Figure 222, SEQ ID NO: 523). 

In a further embodiment, the isolated nucleic acid molecule comprises DNA encoding a neurotrimin 
polypeptide having amino acid residues 1 to 344 of Figure 222 (SEQ ID NO:523), or is complementary to such < 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In another aspect, the invention provides a nucleic acid of the full length protein of 

35 clone DNA43316-1237, deposited with the ATCG under accession number ATCC 209487. alternatively the 
coding sequence of clone DNA433I6-1237, deposited under accession number ATCC 209487. 
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In yet another embodiment, the invention provides isolated PR0337 polypeptide. In particular, the 
invention provides isolated native sequence PR0337 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 344 of Figure 222 (SEQ ID NO:523). Native PR0337 polypeptides with 
or without the riative signal sequence (amino acids 1 to about 28 in Figure 222 (SEQ ID NO:523), and with or 
without the initiating methionine are specifically included. Alternatively, the invention provides a PR0337 
5 polypeptide encoded by the nucleic acid deposited under accession number ATCC 209487. 

In yet another embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequences identified in Figure 223 as DNA42301 (SEQ ID NO:524). 

87. PRO403 

10 Applicants have identified a cDNA clone (DNA55800-1263) that encodes a novel polypeptide, 

designated in the present application as "PRO403*. 

In one embodiment, the invention provides an isolated nucleic acid molecule having at least about 80% 
sequence identity to (a) a DNA molecule encoding a PRO403 polypeptide comprising the sequence of amino 
; acids 1 to 736 of Figure 225 (SEQ ID NO:526), or (b) the complement of the DNA molecule of (a). The 

15 sequence identity preferably is about 85%, more preferably about 90%, most preferably about 95%. In one 
aspect, the isolated nucleic acid has at least about 80 % , preferably at least about 85 % , more preferably at least 
about 90%, and most preferably at least about 95% sequence identity with a polypeptide having amino acid, 
residues 1 to 736 of Figure 225 (SEQ ID NO:526). Preferably, the highest degree of sequence identity occurs 
within: (1) the putative N-glycosylatation sites (amino acid residues 132, 136, 177, 237, 282, 349, 505, 598 and 

20 606; (2) Cys residues conserved with the Kell blood group protein family (amino acid residues 65, 70, 88 and 
96) and the putative zinc binding motif (amino acid residues 570-579). 

In a further embodiment, the isolated nucleic acid molecule comprises DNA encoding a PRO403 
polypeptide having amino acid residues 1 to 736 of Figure 225 (SEQ ID NO:526), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 

25 high stringency conditions. In another aspect, the invention provides a nucleic acid of the full length protein of 
clone DNA55800-1263, deposited with the ATCC under accession number ATCC 209680, alternatively the 
coding sequence of clone DNA55800- 1263 , deposited under accession number ATCC 209680. 

In yet another embodiment, the invention provides isolated PRO403 polypeptide. In particular, the 
invention provides isolated riative sequence PRO403 polypeptide, which in one embodiment, includes an amino 

30 acid sequence comprising residues 1 to 736 of figure 225 (SEQ ID NO :526). Native PRO403 polypeptides with 
or the initiating methionine are specifically included. Alternatively, the invention provides a PRO403 
polypeptide encoded by the nucleic acid deposited under accession number ATCC 209680; 

In yet another embodiment, the invention provides an expressed sequence tag (EST) and other sequence 
fragments comprising the nucleotide sequences identified herein as DNA34415 (Figures 226A-B; SEQ ID 

35 NO:527); DNA49830 (Figure 227 ; SEQ ID NO:528) and DNA49831 (Figure 228; SEQ ID NO:529). 
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88. Additional Embodiments 

In other embodiments of the present invention, the invention provides vectors comprising DNA 
encoding any of the above or below described polypeptides. A host cell comprising any such vector is also 
provided. By way of example, the host cells may be CHO cells, E. coli, or yeast. A process for producing any 
of the above or below described polypeptides is further provided and comprises culturing host cells under 
conditions suitable for expression of the desired polypeptide and recovering the desired polypeptide from the cell 
culture. 

In other embodiments, the invention provides chimeric molecules comprising any of the above or below 
described polypeptides fused to a heterologous polypeptide or amino acid sequence. An example of such a 
chimeric molecule comprises any of the above or below described polypeptides fused to an epitope tag sequence 
or a Fc region of an immunoglobulin. 

In another embodiment, the invention provides an antibody which specifically binds to any of the above 
or below described polypeptides. Optionally, the antibody is a monoclonal antibody. 

In yet other embodiments, the invention provides oligonucleotide probes useful for isolating genomic 
and cDNA nucleotide sequences, wherein those probes may be derived from any of the above or below described 
nucleotide sequences. 

BRIEF DESCRIPTION OF THE DRAWINGS 

Figure I shows a nucleotide sequence (SEQ ID NO: 1) of a native sequence PR0213 cDNA, wherein 
SEQ ID NO: I is a clone designated herein as "UNQ187" and/or "DNA30943- 1163V 

Figure 2 shows the amino acid sequence (SEQ ID NO:2) derived from the coding sequence of SEQ ID 
NO: 1 shown in Figure 1. 

Figure 3 shows a nucleotide sequence (SEQ ID NO:6) of a native sequence PR0274 cDNA, wherein 
SEQ ID N0:6 is a clone designated herein as tt UNQ24r and/or "DNA39987- 11 84\ 

Figure 4 shows the amino acid sequence (SEQ ID ( NO:7) derived frpm the coding sequence of SEQ ID 
NO:6 shown in Figure 3. 

Figure 5 shows an EST nucleotide sequence designated herein as DNA17873 (SEQ ID NO:8). 

i . » 

Figure 6 shows an EST nucleotide sequence designated herein as DNA36157 (SEQ ID NO:9). 

Figure 7 shows an EST nucleotide sequence designated herein as DNA28929 (SEQ ID NO: 10). 

Figure 8 shows a nucleotide sequence (SEQ ID NO: 1 8) of a native sequence PRO300 cDNA, wherein 
SEQ ID NO:18 is a clone designated herein as "UNQ263" and/or "DNA40625-1I89". 

Figure 9 shows the amino acid sequence (SEQ ID NO; 19) derived from the coding sequence of SEQ 
ID NO:I8 shown in Figure 8. 

Figure 10 shows a nucleotide sequence (SEQ ID NO:27) of a native sequence PR0284 cDNA, wherein 
SEQ ID NO:27 is a clone designated herein as "UNQ247" and/or "DNA233 18-121 1 \ 

Figure 1 1 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID NO:27 shown in Figure 10. 
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Figure 12 shows an EST nucleotide sequence designated herein as DNA 12982 (SEQ ID NO:29). 

Figure 13 shows an EST nucleotide sequence designated herein as DNAI5886 (SEQ ID NO: 30). 

Figure 14 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PR0296 cDNA, wherein 
SEQ ID NO:35 is a clone designated herein as "UNQ260" and/or "DNA39979-I213". 

Figure 15 shows the amino acid sequence (SEQ ID NO:36) derived from the coding sequence of SEQ 
ID NO:35 shown in Figure 14. 

Figure 16 shows an EST nucleotide sequence designated herein as DNA23O20 (SEQ ID NO:37). 

Figure 17 shows an EST nucleotide sequence designated herein as DNA2197I (SEQ ID NO:38). 

Figure 18 shows an EST nucleotide sequence designated herein as DNA29037 (SEQ ID NO:39). 

Figure 19 shows a nucleotide sequence (SEQ ID NO:44) of a native sequence PR0329 cDNA, wherein 
SEQ ID NO:44 is a clone designated herein as "UNQ291" and/or "DNA40594-1233". 

Figure 20 shows the amino acid sequence (SEQ ID NO:45) derived from the coding sequence of SEQ 
ID NO:44 shown in Figure 19. 

Figure 21 shows a nucleotide sequence (SEQ ID NO:5 1) of a native sequence PR0362cDNA, wherein 
SEQ ID NO:51 is a clone designated herein as "UNQ3 17" and/or "DNA454 16VI25 1" . 

. Figure 22 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 
ID NO:51 shown in Figure 21. 

Figure 23 shows a nucleotide sequence (SEQ ID NO:58) of a native sequence PR0363 cDNA, wherein 
$EQ ID NO:58 is a clone designated herein as "UNQ318" and/or "DNA454I9-1252". 

Figure 24 shows the amino acid sequence (SEQ ID NO:59) derived from the coding sequence of SEQ 
ID NO:58 shown in Figure 23. 

Figure 25 shows a nucleotide sequence (SEQ ID NO:63) of a native sequence PR0868 cDNA, wherein 
SEQ ID NO:63 is a clone designated herein as "UNQ437" and/or 4 *DNA52594-1270\ 

Figure 26 shows the amino acid sequence (SEQ ID NO:64) derived from the coding sequence of SEQ 
ID NO:63 shown in Figure 25. 

Figure 27 shows a nucleotide sequence (SEQ ID NO:68) of a native sequence PR0382 cDNA, wherein 
SEQ ID NO:68 is a clone designated herein as "UNQ323" 1 anqVor "DNA45234- 1277V 

Figure 28 shows the amino acid sequence (SEQ ID NO:69) derived from the coding sequence of SEQ 
ID NO:68 shown in Figure 27. 

Figure 29 shows a nucleotide sequence (SEQ ID NO:73) of a native sequence PR0545 cDNA, wherein, 
SEQ ID NO:73 is a clone designated herein as • t UNQ346" and/or "DNA49624- 1279V 

Figure 30 shows the amino acid sequence (SEQ ID NO:74) derived from the coding sequence of SEQ 
ID NO:73 shown in Figure 29. 

Figure 31 shows an EST nucleotide sequence designated herein as DNA 1 32 17 (SEQ ID NO:75). 

Figure 32 shows a nucleotide sequence (SEQ ID NO:84) of a native sequence PR0617 cDNA, wherein 
SEQ ID NO: 84 is a clone designated herein as U UNQ353" and/or "DNA48309-1280V 

Figure 33 shows the amino acid sequence (SEQ ID NO:85) derived from the coding sequence of SEQ 
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ID NO:84 shown in Figure 32. 

Figure 34 shows a nucleotide sequence (SEQ ID NO:89) of a native sequence PRO700 cDN A, wherein 
SEQ ID NO:89 is a clone designated herein as "UNQ364" and/or "DNA46776- 1284V 

Figure 35 shows the amino acid sequence (SEQ ID NO:90) derived from the coding sequence of SEQ 
ID NO:89 shown in Figure 34. 

Figure 36 shows a nucleotide sequence (SEQ ID NO:96) of a native sequence PRO702 cDNA, wherein 
SEQ ID NO:96 is a clone designated herein as "UNQ366" and/or "DNA50980- 1286V 

Figure 37 shows the amino acid sequence (SEQ ID NO:97) derived from the coding sequence of SEQ 
ID NO: 96 shown in Figure 36. 

Figure 38 shows a nucleotide sequence (SEQ ID NO: 101) of a native sequence PRO703 cDNA, wherein 
SEQ ID NO: 101 is a clone designated herein as "UNQ367* and/or "DNA50913ri287 V 

Figure 39 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
ID NO: 101 shown in Figure 38. 

Figure 40 shows a nucleotide sequence (SEQ ID NO: 108) of a native sequence PRO705 cDN A, wherein 
SEQ ID NO:108 is a clone designated herein as tt UNQ369' , and/or "DNA509 14- 1289V 

Figure 41 shows the amino acid sequence (SEQ ID NO: 109) derived from the coding sequence of SEQ 
ID NO: 108 shown in Figure 40. 

Figures 42A-B show a nucleotide sequence (SEQ ID NO: 113) of a native sequence PRO708 cDNA, 
wherein SEQ ID NO:113 is a clone designated herein as "UNQ372" and/or - DNA48296-1292V 

Figure 43 shows the amino acid sequence (SEQ ID NO: 1 14) derived from the coding sequence of SEQ 
ID NO:l 13 shown in Figures 42A-B. 

Figure 44 shows a nucleotide sequence (SEQ ID NO: 118) of a native sequence PRO320 cDNA, wherein 
SEQ ID NO: 1 18 is a clone designated herein as "UNQ281 " and/or "DNA32284- 1307V 

Figure 45 shows the amino acid sequence (SEQ ID NO: 1 19) derived from the coding sequence of SEQ 
ID NO: 118 shown in Figure 44.- 

Figure 46 shows a nucleotide sequence (SEQ ID NO: 123) of a native sequence PR0324 cDNA, wherein 
SEQ ID NO:123 is a clone designated herein as "UNQ285" and/or 14 DNA36343-1310V 

Figure 47 shows the amino acid sequence (SEQ ID NO: 124) derived from the coding sequence of SEQ 
ID NO: 123 shown in Figure 46; 

Figure 48 shows a nucleotide sequence (SEQ ID NO: 1 3 1) of a native sequence PR035 1 cDN A, wherein 
SEQ ID NO: 131 is a clone designated herein as "UNQ308" and/or "DNA4057M315 V 

Figure 49 shows the amino acid sequence (SEQ ID NO: 1 32) derived from the coding sequence of SEQ 
ID NO:131 shown in Figure 48. - 

Figure 50 shows a nucleotide sequence (SEQ ID NO: 136) of a native sequence PR0352 cDNA, wherein 
SEQ ID NO: 136 is a clone designated herein as "UNQ309" and/or "DNA41386-1316V 

Figure51 shows the amino acid sequence (SEQ ID NO: 137) derived from the coding sequence of SEQ 
ID NO: 136 shown in Figure 50. 
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Figure 52 shows a nucleotide sequence (SEQ ID NO": 144) of a native sequence PR0381 cDNA, wherein 
SEQ ID NO:144 is a clone designated herein as "UNQ322" and/or "DNA44 194- 1317". 

Figure 53 shows the amino acid sequence (SEQ ID NO: 145) derived from the coding sequence of SEQ 
ID NO: 144 shown in Figure 52. 

Figure 54 shows a nucleotide sequence (SEQ ID NO: 149) of a native sequence PR0386 cDNA, wherein 
5 SEQ ID NO:149 is a clone designated herein as "UNQ326" and/or "DNA454I5-1318". 

Figure 55 shows the amino acid sequence (SEQ ID NO: 150) derived from the coding sequence of SEQ 
ID NO: 149 shown in Figure 54. 

Figure 56 shows an EST nucleotide sequence designated herein as DNA23350 (SEQ ID NO: 151). 

Figure 57 shows an EST nucleotide sequence designated herein as DNA23536 (SEQ ID NO: 152). 
10 Figure 58 shows a nucleotide sequence (SEQ ID NO: 156) of a native sequence PRO540 cDN A, wherein 

SEQ ID NO:156 is a clone designated herein as a UNQ34K and/or "DNA44 189- 1322". 

Figure 59 shows the amino acid sequence (SEQ ID NO: 157) derived from the coding sequence of SEQ 
ID NO: 156 shown in Figure 58. 

Figure 60 shows a nucleotide sequence (SEQ ID NO: 1 61) of a native sequence PR0615 cDN A, wherein 
15 SEQ ID NO:161 is a clone designated herein as "UNQ352" and/or "DNA48304-1323\ 

Figure 61 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 60. 

Figure 62 shows a nucleotide sequence (SEQ ID NO: 168) of a native sequence PR06I8 cDNA, wherein 
SEQ ID NO:168 is a clone designated herein as "UNQ354" and/or "DNA49152-1324\ 
20 Figure 63 shows the amino acid sequence (SEQ ID NO: 169) derived from the coding sequence of SEQ 

ID NO: 168 shown in Figure 62. 

Figure 64 shows an EST nucleotide sequence designated herein as DNA35597 (SEQ ID NO: 170). 

Figure 65 shows a nucleotide sequence (SEQ ID NO: 177) of a native sequence PR07 1 9 cDNA , wherein 
SEQ ID NO: 177 is a clone designated herein as "UNQ387" and/or a DNA49646-1327\ 
25 Figure 66 shows the amino acid sequence (SEQ ID NO: 178) derived from the coding sequence of SEQ 

ID NO: 177 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO: 1 82) of a native sequence PR0724 cDNA, wherein 
SEQ ID NO: 182 is a clone designated herein as "UNQ389" and/or "DNA4963 1-1 328 \ 

Figure 68 shows the amino acid sequence (SEQ ID NO: 183) derived from the coding sequence of SEQ 
30 ID NO: 182 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO: 189) of a native sequence PR0772 cDNA, wherein 
SEQ ID N0:189 is a clone designated herein as U UNQ410" and/or ?DNA49645-1347\ 

Figure 70 shows the amino acid sequence (SEQ ID NO:190) derived from the coding sequence of SEQ 
ID NO: 189 shown in Figure 69. 
35 Figure 71 shows an EST nucleotide sequence designated herein as DNA43509 (SEQ ID NO:191). 

Figure 72 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PR0852 cDNA, wherein 
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SEQ ID NO: 195 is a clone designated herein as "UNQ418" and/or "DNA45493- 1349V 

Figure 73 shows the amino acid sequence (SEQ ID NO: 1%) derived from the coding sequence of SEQ 
ID NO:195 shown in Figure 72. 

Figure 74 shows a nucleotide sequence (SEQ ID NO:205) of a native sequence PR0853 cDNA, wherein 
SEQ ID NO:205 is a clone designated herein as "UNQ4I9" and/or "DNA48227- 1350V 
5 Figure 75 shows the amino acid sequence (SEQ ID NO:206) derived from the coding sequence of SEQ 

ID NO:205 shown in Figure 74. 

Figures 76A-B show a nucleotide sequence (SEQ ID NO:210) of a native sequence PRO860 cDNA, 
wherein SEQ ID NO:210 is a clone designated herein as a UNQ421" and/or "DNA41404-1352V 

Figure 77 shows the amino acid sequence (SEQ ID NO:21 1) derived from the coding sequence of SEQ 
10 ID NO:210 shown in Figures 76A-B. 

Figure 78 shows a nucleotide sequence (SEQ ID NO:2 15) of a native sequence PR0846 cDNA , wherein 
SEQ ID NO:215 is a clone designated herein as "UNQ422" and/or "DNA44 196- 1353". 

Figure 79 shows the amino acid sequence (SEQ ID NO:2 16) derived from the coding sequence of SEQ 
ID NO:215 shown in Figure 78. 
15 Figure 80 shows a nucleotide sequence (SEQ ID NO:220) of a native sequence PR0862 cDNA, wherein 

SEQ ID NO:220 is a clone designated herein as "UNQ424" and/or "DNA52 187- 1354". 

Figure 8 1 shows the amino acid sequence (SEQ ID NO:22I) derived from the coding sequence of SEQ 
ID NO:220 shown in Figure 80. 

Figure 82 shows a nucleotide sequence (SEQ ID NO:225) of a native sequence PR0864 cDNA, wherein 
20 SEQ ID NO:225 is a clone designated herein as "UNQ426" and/or "DNA48328- 1355 V 

Figure 83 shows the amino acid sequence (SEQ ID NO:226) derived from the coding sequence of SEQ 
ID NO:225 shown in Figure 82. 

Figure 84 shows a nucleotide sequence (SEQ ID NO:230) of a native sequence PR0792cDN A, wherein 
SEQ ID NO:230 is a clone designated herein as TUNQ431" and/or "DNA56352- 1358V 
25 . Figure 85 shows the amino acid sequence (SEQ ID NO:23 1 ) derived from the coding sequence of SEQ 

ID NO:230 shown in Figure 84. 

Figure 86 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PR0866 cDNA, wherein 
SEQ ID NO:235 is a clone designated herein as "UNQ435" and/or "DNA53971- 1359V 

Figure 87 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
30 ID NO:235 shown in Figure 86. 

Figure 88 shows a nucleotide sequence (SEQ ID NO:244) of a native sequence PR0871 cDNA, wherein 
SEQ ID NO:244 is a clone designated herein as "UNQ438V and/or tt DNA50919-1361 

Figure 89 shows the amino acid sequence (SEQ ID NO:245) derived from the coding sequence of SEQ 
ID NO:244 shown in Figure 88. 
35 Figure 90 shows a nucleotide sequence (SEQ ID NO:253) of a native sequence PR0873 cDN A, wherein 

SEQ ID NO:253 is a clone designated herein as U UNQ440" and/or "DNA44 179-1362". 
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Figure 91 shows the amino acid sequence (SEQ ID NO:254) derived from the coding sequence ofSEQ 
ID NO:253 shown in Figure 90: 

Figure 92 shows a nucleotide sequence (SEQ ID NO:258) of a native sequence PRO940 cDNA, wherein 
SEQ ID NO:258 is a clone designated herein as tt UNQ477 ,r and/or "DNA54002-1367\ 

Figure 93 shows the amino acid sequence (SEQ ID NO:259) derived from the coding sequence of SEQ 
ID NO:258 shown in Figure 92. 

Figure 94 shows a nucleotide sequence (SEQ ID NO:263) of a native sequence PR094 1 cDN A, wherein 
SEQ ID NO:263 is a clone designated herein as "UNQ478" and/or "DNA53906-1368". 

Figure 95 shows the amino acid sequence (SEQ ID N0.264) derived from the coding sequence of SEQ 
ID NO:263 shown in Figure 94. 

Figure 96 shows an EST nucleotide sequence designated herein as DNA6415 (SEQ ID NO:265). 

Figure 97 shows a nucleotide sequence (SEQ ID NO:269) of a native sequence PRG944 cDNA, wherein 
SEQ ID NO:269 is a clone designated herein as "UNQ48r and/or a DNA52185-1370\ 

Figure 98 shows the amino acid sequence (SEQ ID NO:270) derived from the coding sequence of SEQ 
ID NO:269 shown in Figure 97. 

Figure 99 shows an EST nucleotide sequence designated herein as DNA14007 (SEQ ID NO:271). 

Figure 100 shows an EST nucleotide sequence designated herein as DNA12773 (SEQ ID NO:272). 

Figure 101 shows an EST nucleotide sequence designated herein as DNA12746 (SEQ ID NO:273). 

Figure 102 shows an EST nucleotide sequence designated herein as DNA12834 (SEQ ID NO:274). 

Figure 103 shows an EST nucleotide sequence designated herein as DNA12846 (SEQ ID NO:275). 

Figure 104 shows an EST nucleotide sequence designated herein as DNA13104 (SEQ ID NO:276). 

Figure 105 shows an EST nucleotide sequence designated herein as DNA13259 (SEQ ID NO:277). 

Figure 106 shows an EST nucleotide sequence designated herein as DNA13959 (SEQ ID NO:278). 

Figure 107 shows an EST nucleotide sequence designated herein as D>NA13961 (SEQ ID NO:279). 

Figure 108 shows a nucleotide sequence (SEQ ID NO:283) of a native sequence PR0983 cDNA, 
wherein SEQ ID NO:283 is a clone designated herein as * 4 UNQ484" and/or "DNA53977-I371". 

Figure 109 shows the amino acid sequence (SEQ ID NO:284) derived from the coding sequence of SEQ 
ID NO:283 shown in Figure 108. 

Figure 1 10 shows t an EST nucleotide sequence designated herein as DNA17130 (SEQ ID NO:285)> 

Figure 1 11 shows an EST nucleotide sequence designated herein as DNA23466 (SEQ ID NO:286). 

Figure 1 12 shows an EST nucleotide sequence designated herein as DNA26818 (SEQ ID NO:287). 

Figure 1 13 shows an EST nucleotide sequence designated herein as DNA37618 (SEQ ID NO:288). 

Figure 1 14 shows an EST nucleotide sequence designated herein as DNA4 1732 (SEQ ID NO:289). 

Figure 1 15 shows an EST nucleotide sequence designated herein as DNA45980 (SEQ ID NO:290). 
. Figure 1 16 shows an EST nucleotide sequence designated herein as DNA46372 (SEQ ID NO:291). 

Figure 1 17 shows a nucleotide sequence (SEQ ID NO:295) of a native sequence PRO1057 cDNA. 
wherein SEQ ID NO:295 is a clone designated herein as "UNQ522" and/or "DNA57253-1382". 
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Figure 1 1 8 shows the amino acid sequence (SEQ ID NO:296) derived from the coding sequence of SEQ 
ID NO:295 shown in Figure 117. 

Figure 119 shows a nucleotide sequence (SEQ ID NO:300) of a native sequence PRO1071 cDNA, 
wherein SEQ ID NO:300 is a clone designated herein as "UNQ528" and/or **DNA58847-1383\ 

Figure 1 20 shows the amino acid sequence (SEQ ID NO:30 1 ) derived from the coding sequence of SEQ 
5 ID NO:300 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO:302) of a native sequence PRO 1072 cDNA, 
wherein SEQ ID NO:302 is a clone designated herein as "UNQ529" and/or W DNA58747-1384\ 

Figure 122 shows the amino, acid sequence (SEQ ID NO:303) derived from the coding sequence of SEQ 
ID NO:302 shown in Figure 121. 
10 ' Figure 123 shows an EST nucleotide sequence designated herein as DNA40210 (SEQ ID NO:304). 

Figure 124 shows a nucleotide sequence (SEQ ID NO:308) of a native sequence PRO 1075 cDNA, 
wherein SEQ ID NO:308 is a clone designated herein as "UNQ532 B and/or "DNA57689-1385\ 

Figure 125 shows me amino acid sequence (SEQ ID NO:309) derived from the coding sequence of SEQ 
ID NO:308 shown in Figure 124. 
15 Figure 126 shows an EST nucleotide sequence designated herein as DNA13059 (SEQ ID NO:310). 

Figure 127 shows an EST nucleotide sequence designated herein as DNA19463 (SEQ ID NO:31 1). 

Figure 128 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence PR0181 cDNA, 
wherein SEQ ID NO:321 is a clone designated herein as "UNQ155" and/or "DNA23330-1390". 

Figure 129 shows the amino acid sequence (SEQ ID NO:322) derived from the coding sequence of SEQ 
20 ID NO:321 shown in Figure 128. 

Figure 130 shows an EST nucleotide sequence designated herein as DNA13242 (SEQ ID NO:323). 

Figure 131 shows a nucleotide sequence (SEQ ID NO:329) of a native sequence PR0195 cDNA, 
wherein SEQ ID NO:329 is a clone designated herein as "UNQ169" and/or "DNA26847-1395V 

Figure 132 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 
25 ID NO:329 shown in Figure 131. 

Figure 133 shows an EST nucleotide sequence designated herein as DNA15062; (SEQ ID NO:331). 

Figure 134 shows an EST nucleotide sequence designated herein as DNA13199 (SEQ ID NO:332). 

Figure 135 shows a nucleotide sequence (SEQ ID NO:336) of a native sequence PR0865 cDNA, 
wherein SEQ ID NO:336 is a clone designated herein as "UNQ434" and/or "DNA53974-I401 \ 
30 Figure 136 shows the amino acid sequence (SEQ ID NO;337) derived from the coding sequence of SEQ 

ID NO:336 shown in Figure 135. 

Figure 137 shows an EST nucleotide sequence designated herein as DNA37642 (SEQ ID NO:338). 

Figure 138 shows a nucleotide sequence (SEQ l6 NO:345) of a native sequence PR0827 cDNA, 
wherein SEQ ID NO:345 is a clone designated herein as *UNQ468" and/or tt DNA57039-I402\ 
35 Figure 139 shows the amino acid sequence (SEQ ID NO:346) derived from the coding sequence of SEQ 

ID NO:345 shown in Figure 138. 
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Figure 140 shows an EST nucleotide sequence designated herein as DNA47751 (SEQ ID NO:347). 

Figure 141 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PROl 1 14 cDNA, 
wherein SEQ ID NO:351 is a clone designated herein as "UNQ557" and/or M DNA57033-1403\ 

Figure 142 shows the amino acid sequence (SEQ ID NO:352) derived from the coding sequence of SEQ 
ID NO:351 shown in Figure 141. 

Figure 143 shows an EST nucleotide sequence designated herein as DNA48466 (SEQ ID NO;353). 

Figure 144 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR0237 cDNA, 
wherein SEQ ID NO:357 is a clone designated herein as "UNQ2I1-" and/or "DNA34353-I428". 

Figure 145 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 
ID NO:357 shown in Figure 144. 

Figure 146 shows a nucleotide sequence (SEQ ID NO:362) of a native sequence PR0541 cDNA, 
wherein SEQ ID NO:362 is a clone designated herein as "UNQ342" and/or "DNA454 17-1432". 

Figure 147 shows the amino acid sequence (SEQ ID NO:363) derived from the coding sequence of SEQ 
ID NO:362 shown in Figure 146. 

Figure 148 shows a nucleotide sequence (SEQ ID NO:369) of a native sequence PR0273 cDNA, 
wherein SEQ ID NO:369 is a clone designated herein as "UNQ240" and/or tt DNA39523-1192\ 

Figure 149 shows the amino acid sequence (SEQ ID NO:370) derived from the coding sequence of SEQ 
ID NO:369 shown in Figure 148- 

Figure 150 shows a nucleotide sequence (SEQ ID NO:374) of a native sequence PRO701 cDNA, 
wherein SEQ ID NO:374 is a clone designated herein as U UNQ365* and/or U DNA44205-1285\ 

Figure 151 shows the amino acid sequence (SEQ ID NO:375) derived from the coding sequence of SEQ 
ID NO:374 shown in Figure 150. 

Figure 152 shows a nucleotide sequence (SEQ ID NO:379) of a native sequence PRO704 cDNA, 
wherein SEQ ID NO:379 is a clone designated herein as "UNQSeS" and/or "DNA5091 1-1288". 

Figure 153 shows the amino acidsequence (SEQ ID NO:380) derived from the coding sequence of SEQ 
ID N0.379 shown in Figure 152. 

Figure 154 shows a nucleotide sequence (SEQ ID NO:384) of a native sequence PRO706 cDNA, 
wherein SEQ ID NO;384 is a clone designated herein as a UNQ370" and/or U DNA48329-1290\ 

Figure 155 shows the amino acid sequence (SEQ ID NO:385) derived from the coding sequence of SEQ 
ID NO:384 shown in Figure 154. 

Figure 156 shows a nucleotide sequence (SEQ ID NO: 389) of a native sequence PRO707 cDNA, 
wherein SEQ ID NO:389 is a clone designated herein as U UNQ371" and/or "DNA48306-1291 \ 

Figure 157 shows the amino acid sequence (SEQ ID NO:390) derived from the coding sequence of SEQ 
ID NO:389 shown in Figure 156. 

Figure 158 shows a nucleotide sequence (SEQ ID NO:394) of a native sequence PR0322 cDNA, 
wherein SEQ ID NO:394 is a clone designated herein as a UNQ283" and/or "DNA48336- 1309V 

Figure 159 shows the amino acid sequence (SEQ I D NO:395) derived from the coding sequence of SEQ 
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ID NO:394 shown in Figure 158. 

Figure 160 shows a nucleotide sequence (SEQ ID NO:399) of a native sequence PR0526 cDNA, 
wherein SEQ ID NO:399 is a clone designated herein as "UNQ330" and/or "DNA44184-13I9". 

Figure 161 shows the amino acid sequence (SEQ ID NO:400) derived from the coding sequence of SEQ 
ID NO:399 shown in Figure 160. 

Figure 162 shows a nucleotide sequence (SEQ ID NO:404) of a native sequence PR0531 cDNA, 
wherein SEQ ID NO:404 is a clone designated herein as "UNQ332" and/or "DNA48314 1320". 

Figure 1 63 shows the amino acid sequence (SEQ ID NO:405) derived from the coding sequence of SEQ 
ID NO:404 shown in Figure 162. 

Figure 164 shows a nucleotide sequence (SEQ ID NO:409) of a native sequence PR0534 cDNA„ 
wherein SEQ ID NO:409 is a clone designated herein as "UNQ335" and/or tt DNA48333-1321\ 

Figure 165 shows the amino acid sequence (SEQ ID NO:4I0) derived from the coding sequence of SEQ 
ID NO:409 shown in Figure 164. 

Figure 166 shows a nucleotide sequence (SEQ ID NO:4I4) of a native sequence PR0697 cDNA. 
wherein SEQ ID NO:414 is a clone designated herein as M tJNQ361 n and/or tt DNA50920-1325\ 

Figure 167 shows the amino acid sequence (SEQ ID NO:415) derived from the coding sequence of SEQ 
ID NO:4 14 shown in Figure 166. 

Figure 168 shows a nucleotide sequence (SEQ ID NO:419) of a native sequence PR0717 cDNA, 
wherein SEQ ID NO:419 is a clone designated herein as "UNQ385" and/or tt DNA50988-1326\ 

Figure 169 shows the amino acid sequence (SEQ ID NO:420) derived from the coding sequence of SEQ 
ID NO:419 shown in Figure 168. 

Figures 170A-B show a nucleotide sequence (SEQ ID NO:424) of a native sequence PR073I cDNA, 
wherein SEQ ID NO:424 is a clone designated herein as "UNQ395" and/or "DNA4833M329". 

Figure 171 shows the amino acid sequence (SEQ ID NO:425) derived from the coding sequence of SEQ 
ID NO:424 shown in Figures 170A^B. 

Figure 172 shows a nucleotide sequence (SEQ ID NO:429) of a native sequence PR0218 cDNA, 
wherein SEQ ID NO:429 is a clone designated herein as W UNQ 192 " and/or * DNA30867-I335\ 

Figure 1 73 shows the amino acid sequence (SEQ ID NO:430) derived from the coding sequence of SEQ 
ID NO:429 shown in Figure 172. 

Figure 174 shows an EST nucleotide sequence designated herein as DNAI4472 (SEQ ID NO:431). 

Figure 175 shows an EST nucleotide sequence designated herein as DN A 15846 (SEQ ID NO:432). 

Figures 176A-B show a nucleotide sequence (SEQ ID NO:436) of a native sequence PR0768 cDNA, 
wherein SEQ ID NO:436 is a clone designated herein as "UNQ406" and/or "DNA55737-1345". 

Figure 1 77 shows the amino acid sequence (SEQ ID NO:437) derived from the coding sequence of SEQ 
ID NO:436 shown in Figures 176A-B. 

Figure 178 shows a nucleotide sequence (SEQ ID NO:441) of a native sequence PR077I cDNA, 
wherein SEQ ID NO:441 is a clone designated herein as M UNQ409" and/or "DNA49829-1346". 
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Figure 179 shows the amino acid sequence (SEQ ID NO:442) derived from the coding sequence of SEQ 
ID NO;441 shown in Figure 178. 

Figures I80A-B show a nucleotide sequence (SEQ ID NO:446) of a native sequence PR0733 cDNA, 
wherein SEQ ID NO:446 is a clone designated herein as "UNQ41T and/or "DNA52 196- 1348". 

Figure 181 shows the amino acid sequence (SEQ ID NO:447) derived from the coding sequence of SEQ 
ID NO:446 shown in Figures 180A-B. 

Figure 182 shows a nucleoude sequence (SEQ ID NO:45I) of a native sequence PR0162 cDNA, 
wherein SEQ ID NO:451 is a clone designated herein as tt UNQ429" and/or * 4 DNA46965-1356\ 

Figure 183 shows the amino acid sequence (SEQ ID NO:452) derived from the coding sequence of SEQ 
ID NO:451 shown in Figure 182. 

Figure 184 shows a nucleotide sequence (SEQ ID NO:453) of a native sequence PR0788 cDNA, 
wherein SEQ ID NO:453 is a clone designated herein as "UNQ430" and/or "DNA56405-1357\ 

Figure 185 shows the amino acid sequence (SEQ ID NO:454) derived from the coding sequence of SEQ 
ID NO:453 shown in Figure 184. 

Figure 186 shows a nucleotide sequence (SEQ ID NO:455) of a native sequence PRO1008 cDNA, 
wherein SEQ ID NO:455 is a clone designated herein as "UNQ492" and/or "DNA57530-1 375 \ 

Figure 187 shows the amino acid sequence (SEQ ID NO:456) derived from the coding sequence of SEQ 
ID NO:455 shown in Figure 186. 

Figure 188 shows an EST nucleotide sequence designated herein as DNA16508 (SEQ ID NO:457). 

Figures I89A-B show a nucleotide sequence (SEQ ID NO:458) of a native sequence PRO10I2 cDNA, 
wherein SEQ ID NO:458 is a clone designated herein as "TJNQ495" and/or M DNA56439-1376 P 

Figure 190 shows the amino acid sequence (SEQ ID NO:459) derived from tie coding sequence of SEQ 
ID NO:458 shown in Figures 189A-B. 

Figure 191 shows a nucleotide sequence (SEQ ID NO:463) of a native sequence PRO1014 cDNA, 
wherein SEQ ID NO:463 is a clone designated herein as tt UNQ497" and/or "DNA56409-1377\ 

Figure 192 shows the amino acid sequence (SEQ ID NO-464) derived from the coding sequence of SEQ 
ID NO:463 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:465) of a native sequence PRO1017 cDNA, 
wherein SEQ ID NO:465 is a clone designated herein as "UNQ500* and/or DNA56 11 2-1379". 

Figure 194 shows me amino acid sequence (SEQ ID NO:466) derived from the coding sequence of SEQ 
ID NO:465 shown in Figure 103. 

Figure 195 shows a nucleotide sequence (SEQ ID NO:467) of a native sequence PR0474 cDNA, 
wherein SEQ ID NO:467 is a clone designated herein as "UNQ502" and/or *PNA56045-I38b\ 

, Figure 196 shows me ainmo^ 
ID NO:467 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO:469) of a native sequence PRO1031 cDNA/ 
wherein SEQ ID NO:469 is a clone designated herein as "UNQ5 16" and/or tt DNA59294-138r. 
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Figure 198 shows the amino acid sequence (SEQ ID NO:470) derived from the coding sequence of SEQ 
ID NO:469 shown in Figure 197. 

Figure 199 shows a nucleotide sequence (SEQ ID NO:47I) of a native sequence PR0938 cDNA, 
wherein SEQ ID NO:471 is a clone designated herein as "UNQ475' and/or "DNA56433-I406-. 

Figure 200 shows the amino acid sequence (SEQ ID NO:472) derived from the coding sequence of SEQ 
ID NO:471 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:476) of a native sequence PRO1082 cDNA. 
wherein SEQ ID NO:476 is a clone designated herein as "UNQ539" and/or "DNA53912-1457". 

Figure 202 shows the amino acid sequence (SEQ ID NO:477) derived from the coding sequence of SEQ 
ID NO:476 shown in Figure 201. 

Figure 203 shows a nucleotide sequence (SEQ ID NO:482) of a native sequence PRO1083 cDNA, 
wherein SEQ ID NO:482 is a clone designated herein as "UNQ540- and/or "bNA50921-1458\ 

Figure 204 shows the amino acid sequence (SEQ ID NO:483) derived from the coding sequence of SEQ 
ID NO:482 shown in Figure 203. 

Figure 205 shows an EST nucleotide sequence designated herein as DNA24256 (SEQ ID NO:484). 

Figure 206 shows a nucleotide sequence (SEQ ID NO:487) of a native sequence PRO200 cDNA, 
wherein SEQ ID NO:487 is a clone designated herein as "UNQ174' and/or "DNA29101-1 122". 

Figure 207 shows the amino acid sequence (SEQ ID NO:488) derived from the coding sequence of SEQ 
ID NO:487 shown in Figure 206. 

Figure 208 shows a nucleotide sequence (SEQ ID NO:495) of a native sequence PR0285 cDNA. 

wherein SEQ ID NO:495 is a clone designated herein as "DNA40021-il54\ 

Figure 209 shows the amino acid sequence (SEQ ID NO:496) derived from the coding sequence of SEQ 
ID NO:495 shown in Figure 208. 

Figures 210A-B show a nucleotide sequence (SEQ ID NO:497) of a native sequence PR0286 cDNA, 
wherein SEQ ID NO:497 is a clone designated' herein as "DNA42663-1 154"; 

Figure 21 1 shows the amino acid sequence (SEQ ID NO:498) derived from the coding sequence of SEQ 
ID NO:497 shown in Figures 210A-B. 

Figure 212 shows a nucleotide sequence (SEQ ID NO:505) of a native sequence PR0213-1 cDNA, 
wherein SEQ ID NO:505 is a clone designated herein as "DNA30943-1-1 163-1". 

Figure 213 shows the amino acid sequence (SEQ ID NO:506) derived from the coding sequence of SEQ 
ID NO:505 shown in Figure 212. 

Figure 214 shows a nucleotide sequence (SEQ ID NO:507) of a native sequence PRO1330 cDNA, 
wherein SEQ ID NO:507 is a clone designated herein as "DNA64907-1 163-1 

Figure 215 shows the amino acid sequence (SEQ ID NO:508) derived from the coding sequence of SEQ 
ID NO:507 shown in Figure 214. 

Figure 216 shows a nucleotide sequence (SEQ ID NO:509) of a native sequence PR01449 cDNA, 
wherein SEQ ID NO:509 is a clone designated herein as "DNA64908-1 163-1 
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Figure 217 shows the amino acid sequence (SEQ ID NO:510) derived from the coding sequence ofSEQ 
ID NO:509 shown in Figure 216. 

Figure 218 shows a nucleotide sequence (SEQ ID NO:514) of a native sequence PR0298 cDNA, 
wherein SEQ ID NO:514 is a clone designated herein as "UNQ26K and/or "DNA39975-I210V 

Figure 219 shows the amino acid sequence (SEQ ID NO:515) derived from the coding sequence of SEQ 
5 ID NO:514 shown in Figure 218. 

Figure 220 shows an EST nucleotide sequence designated herein as DNA26832 (SEQ ID NO:5I6). 
Figure 221 shows a nucleotide sequence (SEQ ID NO:522) of a native sequence PR0337 cDNA, 
wherein SEQ ID NO:522 is a clone designated herein as a DNA43316-l237\ 

Figure 222 shows the amino acid sequence (SEQ ID NO:523) derived from the coding sequence of SEQ 
10 ID NO:522 shown in Figure 221. 

Figure 223 shows an EST nucleotide sequence designated herein as DNA42301 (SEQ ID NO:524). 
Figure 224 shows a nucleotide sequence (SEQ ID NO:525) of a native sequence PRO403 cDNA, 
wherein SEQ ID NO:525 is a clone designated herein as "DNA55800-1263". 

Figure 225 shows the amino acid sequence (SEQ ID NO:526) derived from the coding sequence of SEQ 
15 ID NO:525 shown in Figure 224. 

Figures 226A-B show an EST nucleotide sequence designated herein as DNA34415 (SEQ ID NO:527). 
Figure 227 shows an EST nucleotide sequence designated herein as DNA49830 (SEQ ID NO:528). 
Figure 228 shows an EST nucleotide sequence designated herein as DNA49831 (SEQ ID NO:529). 

10 DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 

I- Definitions 

The terms "PRO polypeptide" and "PRO" as used herein and when immediately followed by a 
numerical designation refer to various polypeptides, wherein the complete designation (i.e. , PRO/mimber) refers 
to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
"PRO/number" as used herein encompass native sequence polypeptides and polypeptide variants (which are 
further defined herein). The PRO polypeptides described herein may be isolated from a variety of sources, such 
as from human tissue types or from another source, or prepared by recombinant or synthetic methods. 

A -native sequence PRO polypeptide' comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide" specifically encompasses narurally-aamrring truncated or secreted forms of the specific PRO 
polypeptide {e.g., an extracellular domain sequence), narurally-cccurring variant forms (e.g., alternatively 
spliced forms) and lutturally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PR0213 polypeptide is a mature or full-length native sequence PR0213 
* polypeptide comprising amino acids 1 to 295 of Figure 2 (SEQ ID NO:2), the native sequence PR0274 
polypeptide is a mature or full-length native sequence PR0274 polypeptide comprising amino acids 1 to 492 

123 



5 



0 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

of Figure 4 (SEQ ID NO:7), the native sequence PRO300 polypeptide is a mature or full-length native sequence 
PRO300 polypeptide comprising amino acids 1 to 457 of Figure 9 (SEQ ID NO:19), the native sequence 
PR0284 polypeptide is a mature or full-length native sequence PR0284 polypeptide comprising amino acids 1 
to 285 of Figure 1 1 (SEQ ID NO:28), the native sequence PR0296 polypeptide is a mature or full-length native 
sequence PR0296 polypeptide comprising amino acids 1 to 204 of Figure 15 (SEQ ID N0:36), the native 
5 sequence PR0329 polypeptide is a mature or full-length native sequence PR0329 polypeptide comprising amino 
acids 1 to 359 of Figure 20 (SEQ ID NO:45), the native sequence PR0362 polypeptide is a mature or full-length 
native sequence PRQ362 polypeptide comprising amino acids 1 to 321 of Figure 22 (SEQ ID NO:52), the native 
sequence PR0363 polypeptide is a mature or full-length native sequence PR0363 polypeptide comprising amino 
acids 1 to 373 of Figure 24 (SEQ ID NO:59), the native sequence PRO868 polypeptide is a mature or full-length 

10 native seq^nce PR0868 poiyper>tkle comprismg am I to 655 of Figure 26 (SEQ ID NO:64), the native 

sequence PR0382 polypeptide is a mature or full-length native sequence PR0382 polypeptide comprising amino 
acids 1 to 453 of Figure 28 (SEQ ID NO:69), the native sequence PR0545 polypeptide is a mature or full length 
native sequence PR0545 polypeptide comprising amino acids 1 to 735 of Figure 30 (SEQ ID NO:74), the native 
sequence PR0617 polypeptide is a mature or full-length native sequence PR06 17 polypeptide comprising amino 

15 acids 1 to 67 of Figure 33 (SEQ ID NO:85), the native sequence PRO700 polypeptide is a mature or full-length 
native sequence PRO700 polypeptide comprising amino acids 1 to 432 of Figure 35 (SEQ ID NO:90), the native 
sequence PRO702 polypeptide is a mature or full-length native sequence PRO702 polypeptide comprising amino 
acids 1 to 277 of Figure 37 (SEQ ID NO:97), the native sequence PRO703 polypeptide is a mature or full-length 
native sequence PRO703 polypeptide comprising amino acids 1 to 730 of Figure 39 (SEQ ID NO: 102), the 

20 native sequence PRO705 polypeptide is a mature or full-length native sequence PRO705 polypeptide comprising 
amino acids 1 to 555 of Figure 41 (SEQ ID NO: 109), the native sequence PRO708 polypeptide is a mature or 
full-length native sequence PRO708 polypeptide comprising amino acids 1 to 515 of Figure 43 (SEQ ID 
NO: 114), the native sequence PRO320 polypeptide is a mature or full-length native sequence PRO320 
polypeptide comprising amino acids 1 to 338 of Figure 45 (SEQ ID NO: 119), the native sequence PR0324 

25 polypeptide is a mature or full-length native sequence PR0324 polypeptide comprising amino acids I to 289 of 
Figure 47 (SEQ ID NO: 124), the native sequence PR035 1 polypeptide is a mature or full-length native sequence 
PR0351 polypeptide comprising amino acids 1 to 571 of Figure 49 (SEQ ID NO: 132), the native sequence 
PR0352 polypeptide is a mature or full-length native sequence PR0352 polypeptide comprising amino acids 1 
to 316 of Figure 51 (SEQ ID NO: 137), the native sequence PR0381 polypeptide is a mature or full-length native 

30 sequence PR0381 polypeptide comprising amino acids 1 to 211 of Figure 53 (SEQ ID NO:145), the native 
sequence PR0386 polypeptide is a mature or full-length native sequence PR0386 polypeptide comprising amino 
acids 1 to 215 of Figure 55 (SEQ ID NO: 150), the native sequence PRO540 polypeptide is a mature or 
full-length native sequence PRO540 polypeptide comprising amino acids 1 to 412 of Figure 59 (SEQ ID 
NO:157), the native sequence PR0615 polypeptide is a mature or full-length native sequence PR0615 

35 polypeptide comprising amino acids 1 to 224 of Figure 61 (SEQ ID NO: 162), the native sequence PR0618 
polypeptide is a mature or full-length native sequence PR0618 polypeptide comprising amino acids 1 to 802 of 
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Figure 63 (SEQ ID NO: 169), the native sequence PR07 19 polypeptide is a mature or full-length native sequence 
PR0719 polypeptide comprising amino acids 1 to 354 of Figure 66 (SEQ ID NO: 178), the native sequence 
PR0724 polypeptide is a mature or full-length native sequence PR0724 polypeptide comprising amino acidsl 
to 713 of Figure 68 (SEQ ID NO: 183), the native sequence PR0772 polypeptide is a mature or full-length native 
sequence PR0772 polypeptide comprising amino acids 1 to 152 of Figure 70 (SEQ ID NO: 190), the native 
5 sequence PR0852 polypeptide is a mature or full-length native sequence PR0852 polypeptide comprising amino 
acids 1 to 518 of Figure 73 (SEQ ID NO: 196), the native sequence PR0853 polypeptide is a mature or 
full-length native sequence PR0853 polypeptide comprising amino acids 1 to 377 of Figure 75 (SEQ ID 
NO:206), the native sequence PRO860 polypeptide is a mature or full-length native sequence PRO860 
polypeptide comprising amino acids 1 to 985 of Figure 77 (SEQ ID NO:211), the native sequence PR0846 
10 polypeptide is a mature or full-length native sequence PR0846 polypeptide comprising amino acids 1 to 332 of 
Figure 79 (SEQ ID NO:2 16), me native sequerice PR0862 rx>ty^ 

PR0862 polypeptide comprising amino acids 1 to 146 of Figure 81 (SEQ ID NO:221), the native sequence 
PR0864 polypeptide is a mature or full-length native sequence PR0864 polypeptide comprising amino aciiis I 
to 351 of Figure 83 (SEQ ID N0:226), the native sequence PR0792 polypeptide is a mature or full-length native 

15 sequence PR0792 polypeptide comprising amino acids I to 293 of Figure 85 (SEQ ID NO:231), the native 
sequence PRO866 polypeptide is a mature or full-length native sequence I>R0866 polypeptide comprising amino 
acids 1 to 331 of Figure 87 (SEQ ID NO:236), the native sequence PR0871 polypeptide is a mature or full^ 
length native sequence PR0871 polypeptide comprising amino acids 1 to 472 of Figure 8? (SEQ ID NO:245), 
the native sequence PR0873 polypeptide is a mature or full-length native sequence PR0873 polypeptide 

20 comprising amino acids 1 to 545 of Figure 91 (SEQ ID NO:254), the native sequence PRO940 polypeptide is 
a mature or full-length native sequence PRO940 polypeptide comprising amino acids 1 to 544 of Figure 93 (SEQ 
ID NO:259), the native sequence PR0941 polypeptide is a mature or full-length native sequence PR0941 
polypeptide comprising amino acids 1 to 772 of Figure 95 (SEQ ID NO:264), the native sequence PR0944 
polypeptide is a mature or full-length native sequence PR0944 polypeptide comprising amino acids 1 to 211of 

25 Figure 98 (SEQ ID NO:270), the native sequence PR0983 polypeptide is a mature or full-length native sequence 
PR0983 polypeptide comprising amino acids 1 to 243 of Figure 109 (SEQ ID NO:284), the native sequence 
PRO1057 polypeptide is a mature or full-length native sequence PROI057 polypeptide comprising amino acids 
1 to413ofFigure 118 (SEQ ID NO:296), the native sequence PRO 1071 polypeptide is a mature or full-length 
native sequence PRO107I polypeptide comprising amino acids 1 to 525 of Figure 120 (SEQ ID NO:301), the 

30 native sequence PRO1072 polypeptide is a mature or full-length native sequence PRO1072 polypeptide 
comprising amino acids 1 to 336; of Figure 122 (SEQ ID NO.303), the native sequence PRO1075 polypeptide 
is a mature or full-length native sequence PRO1075 polypeptide comprising amino acids 1 to 406 of Figure 125 
(SEQ ID NO:309), the native sequence PROI81 polypeptide is a mature or full-length native sequence PR0181 
polypeptide comprising amino acids 1 to 144 of Figure 129 (SEQ ID NO:322), the native sequence PRO! 95 

35 polypeptide is a mature or full-length native sequence PRO 195 polypeptide comprising amino acids 1 to 323 of 
Figure 132 (SEQ ID NO:330), the native sequence PR0865 polypeptide is a mature or full-length native 
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sequence PR0865 polypeptide comprising amino acids 1 to 468 of Figure 136 (SEQ ID NO:337), the native 
sequence PR0827 polypeptide is a mature or fall-length native sequence PR0827 polypeptide comprising amino 
acids 1 to 124 of Figure 39 (SEQ ID NO:346), the native sequence PROl 1 14 polypeptide is a mature or full- 
length native sequence PROl 1 14 polypeptide comprising amino acids 1 to 31 1 of Figure 142 (SEQ ID NO:352), 
the native sequence PR0237 polypeptide is a mature or full-length native sequence PR0237 polypeptide 
comprising amino acids 1 to 328 of Figure 145 (SEQ ID NO:358), the native sequence PR054 1 polypeptide is 
a mature or full-length native sequence PR0541 polypeptide comprising amino acids I to 500 of Figure 147 
(SEQ ID NO:363), the native sequence PR0273 polypeptide is a mature or full-length native sequence PR0273 
polypeptide comprising amino acids 1 through 111 of Figure 149 (SEQ ID NO:370), the native sequence 
PRO70I polypeptide is a mature or full-length native sequence PRO70I polypeptide comprising amino acids 1 
to 816 of Figure 151 (SEQ ID NO:375), the native sequence PRO704 polypeptide is a full-length or mature 
native sequence PRO704 polypeptide comprising amino acids 1 or 40 through 348 of Figure 153 (SEQ ID 
NO:380), the native sequence PRO706. polypeptide is a mature or full-length native sequence PRO706 
polypeptide comprising amino acids 1 to 480 of Figure 155 (SEQ ID NO:385), the native sequence PRO707 
polypeptide is a full-length or mature native sequence PRO707 polypeptide comprising amino acids I or 31 

native sequence PR0322 polypeptide is a mature or full-length 
native sequence PR0322 polypeptide comprising amino acids 24 or 1 to 260 of Figure 159 (SEQ ID NO:395), 
the native sequence PROS26 polypeptide is a full-length or mature native sequence PR0526 polypeptide 
comprising amino acids 1 or 27 through 473 of Figure 161 (SEQ ID NO:400), the native sequence PR0531 
polypeptide is a mature PR053 1 polypeptide comprising amino acids 1 to 789 of Figure 163 (SEQ ID NO:405), 
the native sequence PR0534 polypeptide is a mature or full-length native sequence PR0534 polypeptide 
comprising amino acids I to 360 of Figure 165 (SEQ ID NO:410), the native sequence PR0697 polypeptide is 
a full-length or mature native sequence PR0697 polypeptide comprising amino acids 1 or 21 through 295 of 
Figure 167 (SEQ ID NO:415), the native sequence PR0717 polypeptide is a mature or full-length native 
sequence PR07I7 polypeptide comprising amino acids 1 through 560 of Figure 169 (SEQ ID NO:420), the 
native sequence PR0731 polypeptide is a full-length or mature native sequence PR0731 polypeptide comprising 
amino acids 1 or 14 through 1184 of Figure 171 (SEQ ID NO:425), the native sequence PR0218 polypeptide 
is a full-length br mature native sequence PR0218 polypeptide comprising amino acids 1 or 24 through 455 of 
Figure 173 (SEQ ID NO:430), the native sequence PR0768 polypeptide is a full-length or mature native 
sequence PR0768 polypeptide comprising amino acids I or 34 through 1141 of Figure 177 (SEQ ID NO:437), 
the native sequence PROT71 polypeptide is a full-length or mature native sequence PR077I polypeptide 
comprising amino acids 1 or 17 through 436 of Figure 179 (SEQ ID NO:442). the native sequence PR0733 
polypeptide* a mature or full-length native sequence. PR0733 polypeptide comprising amino acids 24 or 1 
through 229of Figure 181 (SEQ ID NO:447), the native sequence PR0162 polypeptide is a full-length or mature 
native sequence PRQ162 polypeptide comprising amino acids 1 or 27 through 175 of Figure 183 (SEQ ID 
NO:452), the native sequence PR0788 polypeptide is a full-length or mature native sequence PR0788 
polypeptide comprising amino acids 1 or 18 through 125 of Figure 185 (SEQ ID NO:454), the native sequence 
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PRO1008 polypeptide is a full-length or mature native sequence PRO1008 polypeptide comprising amino acids 
I or 24 through 266 of Figure 187 (SEQ ID NO:456), the native sequence PRO1012 polypeptide is a mature 
or full-length native sequence PRO1012 polypeptide comprising amino acids 1 through 747 of Figure 190 (SEQ 
ID NO:459). the native sequence PRO1014 polypeptide is a full-length or mature native sequence PRO1014 
polypeptide comprising amino acids 1 or 20 through 300 of Figure 192 (SEQ ID NO:464), the native sequence 
PRO1017 polypeptide is a full-length or mature native sequence PRO1017 polypeptide comprising amino acids 
1 or 32 through 414 of Figure 194 (SEQ ID NO:466), the native sequence PR0474 polypeptide is a mature or 
full-length native sequence PR0474 polypeptide comprising amino acids 1 through 270 of Figure 196 (SEQ ID 
NO:468), the native sequence PRO1031 polypeptide is a full-length or mature native sequence PRO1031 
polypeptide comprising amino acids 1 or 21 through 180 of Figure 198 (SEQ ID NO:470), the native sequence 
PR0938 polypeptide is a mature or full-length native sequence PR0938 polypeptide comprising amino acids 1 
to 349 of Figure 200 (SEQ ID NO:472), the native sequence PRO1082 polypeptide is a full-Iensth or mature 
native sequence PRO1082 polypeptide comprising amino acids 1 through 201 of Figure 202 (SEQ ID NO:477) 
the native sequence PRO1083 polypeptide is a full-length or mature native sequence PRO1083 polypeptide 
comprising amino acids 1 or 26 through 693 of Figure 204 (SEQ ID NO:483). the native sequence VEGF-E 
polypeptide is a mature or full-Iengm native sequence VEGF-E polypeptide comprising amino acids I through 
345 as depicted in Figure 207 (SEQ ID NO:488), the native sequence PR0285 is a mature or full-length native 
sequence PR0285 polypeptide comprising amino acids 1 to 1049 of Figure 209 (SEQ ID NO:496), the native 
sequence PR0286 is a mature or full-length native sequence PR0286 polypeptide comprising amino acids 1 to 
1041 of Figure 211 (SEQ ID NO:298), the native seq^nce PRQ298 is a mature or full-length native sequence 
PR0298 comprising amino acids 1 to 364 of Figure 219 (SEQ ID NO:515). the native sequence PR0337 is a 
mature or full-length native sequence human neurotrimin comprising amino acids 1 to 344 of Figure 222 (SEQ 
ID NO.-523), with or without the N-terminal signal sequence (residues 1 to about 28), and wither without the 
initiating methionine at position 1 and the native sequence PRO403 is a mature or full-length native sequence 
comprising amino acids 1 to 736 of Figure 225 (SEQ ID NO:526), with or without the initiating memionine at 
5 position I. 

The PROpolypeptide "extracellular domain" or «ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic donuure. Or^^ 

less than I % of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 
such domains. It will be understood that any transmembrane domains identified for the PRO polypeptides of 
the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than aboutS amino aci^^^ 

domain of a PRO polypeptide may contain from about 5 or fewer amino acids on either or the transmembrane 
domain as initially identified. 

"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
about 80% amino acid sequence identity with the full-length native sequence PRO polypeptide sequence as 
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disclosed herein. Such PRO polypeptide variants include, for instance, PRO polypeptides wherein one or more 
amino acid residues are added, or deleted, at the N- or C-tenninus of the full-length native amino acid sequence. 
Ordinarily, a PRO polypeptide variant will have at least about 80% amino acid sequence identity, more 
preferably at least about 85% amino acid sequence identity, and even more preferably at least about 90% amino 
acid sequence identity , even more preferably at least about 91% amino acid sequence identity, even more 

5 preferably at least about 92 % amino acid sequence identity, even more preferably at least about 93 % amino acid 
sequence identity, even more preferably at least about 94% amino acid sequence identity, even more preferably 
at least about 95% amino acid sequence identity, yet more preferably at least about 96% amino acid sequence 
identity, yet more preferably at least about 97 % amino acid sequence identity, yet more preferably at least about 
98% amino acid sequence identity and most preferably at least about 99% amino acid sequence identity with the 

10 amino acid sequence of the full-length native amino acid sequence as disclosed herein. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 

15 substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. The 
preferred software alignment program is BLAST. Those skilled in the art can determine appropriate parameters 
for measuring alignment, including any algorithms needed to achieve maximal alignment over the full length of 

20 the sequences being compared. The % identity values used herein have been generated using the WU-BLAJTT-2 
computer program (Altschul et al., Methods in Enzvmology 266 :460-480 (1996); 
htto://blast.wustl/edu/blast/README.html). Most of the WU-BLAST-2 search parameters were set to the 
default values. The adjustable parameters were set with the following values: overlap span = 1 , overlap fraction 
= 0.125, word threshold (T) = 1 1 , and scoring matrix = BLOSUM62. The HSP S and HSP S2 parameters, 

25 which are dyriamic values used by BLAST-2, are established by the program itself depending upon the 
composition of the sequence of interest and composition of the database against which the sequence is being 
searched. However, the values may be adjusted to increase sensitivity. A % sequence identity value is 
detennined by the fraction of niatching identical residues divided by the total number of residues in the aligned 
. region. - 

30 "Percent (%) nucleic acid sequence identity" with respect to PRO-encoding nucleic acid sequences 

identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 

.35 using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
software. Those skilled in the art can determine appropriate parameters for measuring alignment, including any 
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algorithms needed 10 achieve maximal alignment over the full length of the sequences being compared. The 
identity values used herein were generated by the BLASTN module of WU-BLAST-2 set to the default 
parameters, with overlap span and overlap fraction set to 1 and 0.125, respectively. 

The term "positives", in the context of sequence comparison performed as described above, includes 
residues in the sequences compared that are not identical but have simitar properties (e.g. as a result of 

5 conservative substitutions). The % value of positives is determined by the fraction of residues scoring a positive 
value in the BLOSUM 62 matrix divided by the total number of residues in the aligned region, as defined above. 

The term "epitope tagged" where used herein refers to a chimeric polypeptide comprising a PRO 
polypeptide, or domain sequence thereof, fused to a "tag polypeptide" . The tag polypeptide has enough residues 
to provide an epitope against which an antibody may be made, or which can be identified by some other agent, 

10 yet is short enough such that it does not interfere with the activity of the PRO polypeptide of interest. . The tag 
polypeptide preferably is also fairly unique so that the antibody does not substantially cross-react with other 
epitopes. Suitable tag polypeptides generally have at least six amino acid residues and usually between about 
8 to about 50 amino acid residues (preferably, between about 10 to about 20 residues). 

"Isolated, " when used to describe the various polypeptides disclosed herein, means polypeptide that has 

15 been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 
15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 

20 homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated" PRO polypeptide-encoding nucleic acid is a nucleic acid molecule that is identified and 

25 <■ separated from at least one contaminant nucleic acid molecule with which it is ordinarily associated in the natural 
source of the PRO polypeptide nucleic acid. An isolated PRO polypeptide nucleic acid molecule is other than 
in the form or setting in which it is found in nature. Isolated PRO polypeptide nucleic acid molecules therefore 
are distinguished from the specific PRO polypeptide nucleic acid molecule as it exists in natural cells. However, 
an isolated PRO polypeptide nucleic acid molecule includes PRO polypeptide nucleic acid molecules contained 

30 in cells mat ordinarily express the PRO polypeptide where, for example, the nucleic acid molecule is in a 
chromosomal location different from that of natural cells. 

The term "control sequences" refers to DN A sequences necessary for the expression of an operably 
linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 

35 are known to utilize promoters, pplyadenylation signals, and enhancers. 

Nucleic acid is "operabiy linked" when it is placed into a functional relationship with another nucleic 
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acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 

polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 

enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
. binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 

"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
5 leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. Linking is 

accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 

adaptors or linkers are used in accordance with conventional practice. 

The term "antibody" is used in the broadest sense and specifically covers. single anti-PRO polypeptide 

monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies) and anti-PRO polypeptide 
10 antibody compositions with polyepitopic specificity. The term "monoclonal antibody" as used herein refers to 

an antibody obtained from a population of substantially homogeneous antibodies, i.e., the individual antibodies 

comprising the population are identical except for possible naturally-occurring mutations that may be present in 

minor amounts. 

"Active* or "activity" for the purposes herein refers to form(s) of PRO polypeptide which retain the 
15 biologic and/or immunologic activities of the specific native or naturally-occurring PRO polypeptide. 

"Treatment" or u treating w refers to both therapeutic treatment and prophylactic or preventative 
measures. Those in need of treatment include those already with the disorder as well as those prone to have the 
disorder of those in which the disorder is to be prevented. 

"Mammal" for purposes of treatment refers to any animal classified as a mammal, including humans, 
20 domestic and farm animals, and zoo, sports, or pet animals, such as sheep, dogs, horses, cats, cows, and the 
like. Preferably, the mammal herein is a human. 

"Carriers" as used herein include pharmaceuticaliy acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
25 acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
30 forming counteribns such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
and PLURONICS™. 

The term "agonist" is used to refer to peptide arid non-peptide analogs of the native PRO polypeptides 
(where native PRO polypeptide refers to pro-PRO polypeptide, pre-PRO polypeptide, prepro-PRO polypeptide, 
or mature PRO polypeptide) of the present invention and to antibodies specifically binding such native PRO 
35 polypeptides, provided that they retain at least one biological activity of a native PRO polypeptide. Preferably, 
the agonists of the present invention retain the qualitative binding recognition properties and receptor activation 
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The term "antagonist" is used to refer to a molecule inhibiting a biological activity of a native PRO 
polypeptide of the present invention wherein native PRO polypeptide refers to pro-PRO polypeptide, pre-PRO 
polypeptide, prepro-PRO polypeptide, or mature PRO polypeptide. Preferably, the antagonists herein inhibit 
the binding of a native PRO polypeptide of the present invention to a binding partner. A PRO polypeptide 
"antagonist- is a molecule which prevents, or interferes with, a PRO antagonist effector function (e.g. a molecule 
which prevents or interferes with binding and/or activation of a PRO polypeptide receptor by PRO polypeptide). 
Such molecules can be screened for their ability to competitively inhibit PRO polypeptide receptor activation by 
monitoring binding of native PRO polypeptide in the presence and absence of the test antagonist molecule, for 
example. An antagonist of the invention also encompasses an antisense polynucleotide against the PRO 
polypeptide gene, which antisense polynucleotide blocks transcription or translation of the PRO polypeptide 
gene, thereby inhibiting its expression and biological activity. 

"Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the art, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 
complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology beWeen the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reactionconditions 
more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
hybridization reactions, see Ausubel el al, Current Protocols in Molecular Biology . Wiley Interscience 
Publishers, (1995). 

"Stringent conditions" means (1) employing low ionic strength and high temperature for washing, for 
example, 0.015 sodium chloride/0.0015 M sodium citrate/0. 1% sodium dodecyl sulfate at 50°C, or (2) 
employing during hybridization a denaturing agent, such as formamide, for example, 50 % (vol/vol) formamide 
with 0. 1 % bovine serum albumin/0. 1 % Ficoll/0. 1 % polyvinylpyrrolidone/50 nM sodium phosphate buffer at 
pH 6.5 with 750 mM sodium chloride, 75 mM sodium citrate at 42 b C. Another example is use of 50% 
formamide, 5 x SSC (0.75 M NaCl, 0.075 M sodium citrate), 50 mM sodium phosphate (pH 6/8), 0. 1 % sodium 
pyrophosphate, 5 x Denhard^s solution, sonicated salmon sperm DNA (50 /ig/ml). 0. 1 % SDS, and 10% dextran 
sulfate at 42°C, with washes at 42°C in 0.2 x SSC and 0. 1 % SDS. Yet another example is hybridization using 
a buffer of 10% dextran sulfate, 2 x SSC (sodium chloride/sodium citrate) and 50% formamide at 55 ; C, 
followed by a highrstringency wash consisting of 0. 1 x SSC containing EDTA at 55°C. 

"Moderately stringent conditions" are described in Sambrook et al. 9 supra, and include the use of a 
washing solution and hybridization conditions (e.g., temperature, ionic strength, arid %SDS) less stringent than 
described above. An example of moderately stringent conditions is a condition such as overnight incubation at 
37°C in a solution comprising: 20% formamide, 5 x SSC (150 mM NaCl, 15 mM trisodium citrate), 50 mM 
sodium phosphate (pH 7.6), 5 x Denhardfs solution. 10% dextran sulfate, and 20 mg/mL denatured sheared 
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salmon sperm DNA, followed by washing the filters in 1 x SSC at about 37-50°C. The skilled artisan will 
recognize how to adjust the temperature, ionic strength, etc. , as necessary to accommodate factors such as probe 
length and the like. 

"Southern analysis" or "Southern blotting* is a method by which the presence of DNA sequences in a 
restriction endonuclease digest of DNA or a DNA-containing composition is confirmed by hybridization to a 
5 known, labeled oligonucleotide or DNA fragment. Southern analysis typically involves electrophoretic 
separation of DNA digests on agarose gels, denaturation of the DNA after electrophoretic separation, and 
transfer of the DNA to nitrocellulose, nylon, or another suitable membrane support for analysis with a 
radiolabeled, biotinylated, or enzyme-labeled probe as described in sections 9137-9.52 of Sambrook et ai, 
Molecular Cloning: A Laboratory Manual (New York: Cold Spring Harbor Laboratory Press, 1989). 

10 "Northern analysis* or "Northern blotting^ is a method used to identify RNA sequences that hybridize 

to a known probe such as an oligonucleotide, DNA fragment, cDNA or fragment thereof, or RNA fragment. 
The probe is labeled with a radioisotope such as or by biotinylation, or with ah enzyme. The RNA to be 
analyzed is usually electrophoretically separated on an agarose or polyacrylamide gel, transferred to 
nitrocellulose, nylon, or other suitable membrane , and hybridized with the probe, using standard techniques well 

15 known in the art such as those described in sections 7.39-7.52 of Sambrook et aL t supra. 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
constant domains. Structurally, the immunpadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 

20 "heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
. Iigand. The immunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 
immunoglobulin, such as IgG-1, IgG-2, lgG-3, or IgG-4 subtypes, IgA (including IgA-1 and IgA-2), IgE, IgD 
or IgM. 

25 "Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 

an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
u Intermittent " administration is treatment that is not consecutively done without interruption, but rather is cyclic 
in nature. 

Administration "in combination with" one or more further therapeutic agents includes simultaneous 
30 * (concurrent) and consecutive administration in any order. 

As used herein, "vascular endothelial cell growth factor-E," or "VEGF-E," refers to a mammalian 
growth factor as described herein, including the human amino acid sequence of Figure 207, a sequence which 
has homology to VEGF and bone morphogerietic protein 1 and which includes complete conservation of all 
VEGF cysteine residues, which have^been shown to be required for biological activity of VEGF. VEGF-E 
35 expression includes expression in human fetal bone, thymus, and the gastrointestinal tract: The biological 
activity of native VEGF-E is shared by any analogue or variant thereof that is capable of promoting selective 
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growth and/or survival of umbilical vein endothelial cells, induces proliferation of pluripotent fibroblast cells, 
induces immediate early gene c-fos in human endothelial cell lines and causes myocyte hypertrophy in cardiac 
cells, or which possesses an immune epitope that is immunologically cross-reactive with an antibody raised 
against at least one epitope of the corresponding native VEGF-E. The human VEGF-E herein is active on rat 
and mouse cells indicating conservation across species. Moreover, the VEGF-E herein is expressed at the 
5 growth plate region and has been shown to embrace fetal myocytes. 

As used herein, "vascular endothelial cell growth factor," or "VEGF/ refers to a mammalian growth 
factor as defined in U.S. Patent 5,332,671. The biological activity of native VEGF is shared by any analogue 
or variant thereof that is capable of promoting selective growth of vascular endothelial cells but not of bovine 
corneal endothelial cells, lens epithelial cells, adrenal cortex cells, BHK-21 fibroblasts, or keratinocytes, or that 
10 possesses an immune epitope that is immunologically cross-reactive with an antibody raised against at least one 
epitope of the corresponding native VEGF. 

The terms "VEGF-E polypeptide " and "VEGF-E " when used herein encompass native sequence VEGF- 
\ E polypeptide and VEGF-E polypeptide variants (which are further defined herein). The VEGF-E polypeptides 
may be isolated from a variety of sources, such as from human tissue types or from another source, or prepared 
15 by recombinant or synthetic' methods. 

Inhibitors of VEGF-E include those which reduce or inhibit the activity or expression of VEGF-E and 
includes antisense molecules. 

The abbreviation "KDR" refers to the kinase domain region of the VEGF molecule. VEGF-E has no 
homology with VEGF in this domain. 
20 The abbreviation "FLT-l" refers to the FMS-like tyrosine kinase binding domain which is known to 

bind to the corresponding FLT-l receptor. VEGF-E has no homology with VEGF in this domain. 

"Toll receptor2", *TLR2" and "huTLR2* are used interchangeably, and refer toa human Toll receptor 
designated as tt HuTLR2' by Rock et al., Proc. Natl. Acad. Sci. USA 25, 588-593 (1998). 

The term "expression vector* is used to define a vector, in which a nucleic acid encoding a PRO 
25 polypeptide herein is operably linked to control sequences capable of affecting its expression is a suitable host 
cells. Vectors ordinarily carry a replication site (although this is not necessary where chromosomal integration 
will occur). Expression vectors also include marker sequences which are capable of providing phenotypic 
selection in transformed cells. For example, E. coli is typically transformed using pBR322, a plasmid derived 
from an E. coli species (Bolivar, et al. y Gene 2: 95 [1977]). pBR322 contains genes for ampicillin and 
30 tetracycline resistance and thus provides easy means for identifying transformed cells, whether for purposes of 
cloning or expression. Expression vectors also optimally will contain sequences which are useful for the control 
of transcription and translation, e.g. , promoters and Shine-Dalgarno sequences (for prokaryotes) or promoters 
and enhancers (for mammalian cells). The promoters may be, but need not be, inducible; even powerful 
.constitutive promoters such as the CMV promoter for mammalian hosts have been found to produce the LHR 
35 without host cell toxicity. While it is conceivable that expression vectors need not contain any expression 
control, replicative sequences or selection genes, their absence may hamper the identification of hybrid 
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transformants and the achievement of high level hybrid immunoglobulin expression. 

The term "lipopolysaccharide" or "LPS" is used herein as a synonym of "endotoxin." 
Lipopolysaccharides (LPS) are characteristic components of the outer membrane of Gram-negative bacteria, e.g. , 
Escherichia coli. They consist of a polysaccharide part and a fat called lipid A. The polysaccharide, which 
varies from one bacterial species to another, is made up of the O-specific chain (built from repeating units of 
5 three to eight sugars) and the two-part core. Lipid A virtually always includes two glucosamine sugars modified 
by phosphate and a variable number of fatty acids. For further information see, for example, Rietschel and 
Brade. Scientific American August 1992. 54-61. 

The term " septic shock" is used herein in the broadest sense, including all definitions disclosed in Bone, 
Ann. Intern Med. 114 . 332-333 (1991). Specifically, septic shock starts with a systemic response to infection, 

10 a syndrome called sepsis. When this syndrome results in hypotension and organ dysfunction, it is called septic 
shock. Septic shock may be initiated by gram-positive organisms and fungi, as well as eridotoxin-contairring 
Gram-negative organisms. Accordingly, the present definition is not limited to "endotoxin shock.* 

The phrases "gene amplification* and "gene duplication" are used interchangeably and refer to a 
process by which multiple copies of a gene or gene fragment are formed in a particular cell or cell line. The 

15 duplicated region (a stretch of amplified DNA) is often referred to as "amplicon". Usually, the amount of the 
messenger RNA (mRNA) produced, i.e., the level of gene expression, also increases in the proportion of the 
number of copies made of the particular gene expressed. 

"Tumor", as used herein, refers to all neoplastic cell growth and proliferation, whether malignant or 
benign, and all pre-cancerpus and cancerous cells and tissues. The terms "cancer* and "cancerous" refer to or 

20 describe the physiological condition in mammals that is typically characterized by unregulated cell growth. 
Examples of cancer include but are not limited to, carcinoma, lymphoma, blastoma, sarcoma, and leukemia. 
More particular examples of such cancers include breast cancer, prostate cancer, colon cancer, squamous cell 
cancer, small-cell lung cancer, non-small cell lung cancer, gastrointestinal cancer, pancreatic cancer, 
glioblastoma, cervical cancer, ovarian cancer, liver cancer, bladder cancer, hepatoma, colorectal cancer, 

25 endometrial carcinoma, salivary gland carcinoma, kidney cancer, vulval cancer, thyroid cancer, hepatic 
carcinoma and various types of head and neck cancer. 

The term "cytotoxic agent" as used herein refers to a substance that inhibits or prevents the function 
of cells and/or causes destruction of ceHs. The term is intended to include radioactive isotopes (e.g. 1131, 1125., 
Y90 and Re 186V chemotherapeutic agents, and toxins such as enzymatically active toxins of bacterial, fungal j 

30 plant or animal origin, or fragments thereof. 

A "chemotherapeutic agent" is a chemical compound useful in the treatment of cancer. Examples of 
chenwmerapeutic agents include adriamycin, doxorubicin, epirubicin, 5-fluorouracil , cytosine arabinoside( "Ara- 
C"), cyclophosphamide, thiotepa, busulfan, cytpxin, taxoids, e.g. paclitaxel (Taxol, Bristol-Myers Squibb 
Oncology, Princeton, NJ), and doxetaxel (Taxotere*, Rhone-Poulenc Rorer, Antony, France), toxotere, 

35 methotrexate, cisplatin, melphalan, vinblastine, bleomycin, etoposide, ifosfamide, mitomycin C, mitoxantrone, 
vincristine, vinorelbine, carboplatin, teniposide, daunomycin, carminomycin, aminppterin, dactinomycin, 
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mitomycins, esperamicins (see U.S. Pat. No. 4,675,187), melphalan and other related nitrogen mustards. Also 
included in this definition are hormonal agents that act to regulate or inhibit hormone action on rumors such as 
tamoxifen and onapristone. 

A "growth inhibitory agent" when used herein refers to a compound or composition which inhibits 
growth of a cell, especially cancer cell overexpressing any of the genes identified herein, either in vitro or in 
5 vivo. Thus, the growth inhibitory agent is one which significantly reduces the percentage of cells 
overexpressing such genes in S phase. Examples of growth inhibitory agents include agents that block cell cycle 
progression (at a place other than S phase), such as agents that induce Gl arrest and M-phase arrest. Classical 
M-phase blockers include the vincas (vincristine and vinblastine), taxol, and topo II inhibitors such as 
doxorubicin, epirubicin, daunorubicin, etoposide, and bleomycin. Those agents that arrest Gl also spill over 
10 into S-phase arrest, for example, DNA alkylating agents such as tamoxifen, prednisone, dacarbazine, 
mechlorethamine, cisplatin, methotrexate, 5-fluorouracil, and ara-C. Further information can be found in The 
Molecular Basis of Cancer, Mendelsohn and Israel, eds., Chapter 1, entitled "Cell cycle regulation, oncogens, 
and antineoplastic drugs "by Murakami et al. (WB Saunders: Philadelphia, 1995), especially p. 13. 
"Doxorubicin** is an athracycltne antibiotic. 
15 The term "cytokine" is a generic term for proteins released by .one cell population which act on another 

cell as intercellular mediators. Examples of such cytokines are iymptiokines, monokines, and traditional 
polypeptide hormones. Included among the cytokines are growth hormone such as human growth hormone, N- 
methionyl human growth hormone, and bovine growth hormone; parathyroid hormone; thyroxine; insulin; 
proinsulin; relaxin; prorelaxin; and the like. As used herein, the term cytokine includes proteins from natural 
20 sources or from recombinant cell culture and biologically active equivalents of the native sequence cytokines. 

"Immunological cross-reactivity" as used herein means that the candidate polypeptide is capable of 
competitively inhibiting the qualitative biological activity of a PR02 13-1, PRO 1330, or PR01449 polypeptide 
having this activity with polyclonal antisera raised against the known active PR0213-1, PRO1330, or PRO 1449 
polypeptide. Such antisera may be prepared in conventional fashion by injecting goats or rabbits, for example, 
25 subcutaneously with the known active analogue in complete Freund's adjuvant, followed by booster 
intraperitoneal or subcutaneous injection in incomplete Freunds. The immunological cross-reactivity preferably 
is "specific", which means that the binding affinity of the immunologicals antibody) 
identified, to the corresponding PR0213-I, PRO 1330, or PR01449 polypeptide is significantly higher 
(preferably at least about 2-times, more preferably at least about 4-times, even more preferably at least about 
30 . 6-times, most preferably at least about 8-times higher) than the binding affinity of that molecule to any other 
known native polypeptide. 

"Native antibodies" and "native immunoglobulins" are usually beterotetrameric glycoproteins of about 
150,000 daltons, composed of two identical light (L) chains and two identical heavy (H) chains. Each light 
chain is linked to a heavy chain by one covalent disulfide bond, while the number of disulfide linkages varies ' 
35 among the heavy chains of different immunoglobulin isotypes. Each heavy and light chain also has regularly 
spaced intrachain disulfide bridges. Each heavy chain has at one end a variable domain (VH) followed by a 
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number of constant domains. Each light chain has a variable domain at one end (VL) and a constant domain at 
its other end; the constant domain of the light chain is aligned with the first constant domain of the heavy chain, 
and the light chain variable domain is aligned with the variable domain of the heavy chain. Particular amino acid 
residues are believed to form an interface between the light- and heavy-chain variable domains. 

The term "variable* refers to the fact that certain portions of the variable domains differ extensively in 
5 sequence among antibodies and are used in the binding and specificity of each particular antibody for its 
, particular antigen. However, the variability is not evenly distributed throughout the variable domains of 
antibodies. It is concentrated in three segments called complementarity-determining regions (CDRs) or 
hypervariable regions both in the light-chain and the heavy-chain variable domains. The more highly conserved 
portions of variable domains are called the framework (FR). The variable domains of native heavy and light 
1 0 chains each comprise four FR regions, largely adopting a p-sheet configuration, connected by three CDRs, which 
form loops connecting, and in some cases forming part of, the P-sheet structure. The CDRs in each chain are 
held together in close proximity by the FR regions and, with the CDRs from the other chain, contribute to the 
formation of the antigen-binding site of antibodies (see Kabat et al., NIH Publ. No.91-3242, Vol. I, pages 647- 
669 (1991)). The constant domains are not involved directly in binding an antibody to an antigen, but exhibit 
15 various effector functions, such as participation of the antibody in antibody-dependent cellular toxicity. 

"Antibody fragments* comprise a portion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab, Fab*, F(ab')2, and Fv 
fragments; diabodies; linear antibodies (Zapata et al. , Protein Eng. 8(10): 1057-1062 [1995]); single-chain 
antibody molecules; and multispecific antibodies formed from antibody fragments. 
20 Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 

fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab')2 fragment that has two antigen-combining sites 
and is still capable of cross-linking antigen. 

"Fv* is the minimum antibody fragment which contains a complete antigen-recognition and -binding 
25 site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the VH-VL dimer. Collectively, the six CDRs confer antigen-binding specificity 
to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 
for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 
30 site. 

The Fab fragment also contains the constant domain of the light chain and the first. constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab fragments by the addition of a few residues at the 
carboxy terminus of the heavy, chain CH I domain including one or more cysteines from the antibody hinge 
region. Fab- -SH is the designation herein for Fab* in which the cysteine residue(s) of the constant domains bear 
35 a free thiol group. F(ab*)2 antibody, fragments originally were produced as pairs of Fab* fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 
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The "light chains" of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
5 IgM, and several of these may be further divided into subclasses (isotypes), e.g., IgGl , IgG2, IgG3, IgG4, IgA, 
and IgA2. 

"Single-chain Fv " or "sFv " antibody fragments comprise the VH and VL domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the VH and VL domains which enables the sFv to form the desired structure for 

10 antigen binding. For a review of sFv see Pluckthuh in The Pharmacology of Monoclonal Antibodies, vol. 113,: 
Rosenburg and Moore eds., Springer-Verlag, New York, pp. 269-315 (1994). 

The term "diabodies* refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy-chain variable domain (VH) connected to a light-chain variable domain (VL) in the 
same polypeptide chain (VH - VL). By using a linker that is too short to allow pairing between the two domains 

15 on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, for example, EP 404,097; WO 93/1 1161; and 
Hollinger et al. r Prop. Natl. Acad. Sci. USA, 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 

20 would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or nonproteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 
to greater than 95% by weight of antibody as determined by the Lbwry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of Nnerminal or internal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 

25 nonreducing conditions using Coomassie blue or, preferably „ silver stain. Isolated antibody includes the antibody 
in situ within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily , however, isolated antibody will be prepared by at least one purification step. 

The word "label " when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labelled" antibody. The label may be detectable by 

30 itself (e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compound or composition which is detectable. 

By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 
adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g., 
controlled pore glass), polysaccharides (e.g;, agarose), polyacrylamides, polystyrene, polyvinyl alcohol and 

35 silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography column). This term also includes 
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a discontinuous solid phase of discrete particles, such as those described in U.S. Patent No. 4,275^ 149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 

which is useful for delivery of a drug (such as the anti-ErbB2 antibodies disclosed herein and, optionally, a 

» ■* 

chemotherapeutic agent) to a mammal. The components of the liposome are commonly arranged in a bilayer 
formation, similar to the lipid arrangement of biological membranes. 

5 

II. Compositions and Methods of the Invention 

1. Full-length PRQ213 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0213; In particular, Applicants have identified and isolated cDNA 
10 encoding a PR0213 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that a portion of the PR0213 polypeptide has 
significant homology with the human growth arrest-specific 6 (gas6) protein. Accordingly , it is presently believed 
that PR0213 polypeptide disclosed in the present application may have the same or simular activity as does the 
gas6 protein. 

15 

2. Full-length PRQ274 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0274. In particular, Applicants have identified and isolated cDNA 
encoding a PR0274 polypeptide, as disclosed in further detail in the Examples below . Using BLAST and FastA 
20 sequence alignment computer programs , Applicants found that various portions of the PR0274 polypeptide have 
significant homology with the 7 transmembrane segment receptor proteins and Fn54 protein. Accordingly, it is 
presently believed that PR0274 polypeptide disclosed in the present application is a newly identified member 
of the 7 transmembrane segment receptor protein and/or Fn54 protein family. 

25 3. Full-length PRO300 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequencesencoding polypeptides 
referred to in the present application as PRO300. In particular, Applicants have identified and isolated cDNA 
encoding a PRO300 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO300 polypeptide have 

30 significant homology with the human Diff 33 protein. Accordingly, it is presently believed that PRO300 
polypeptide disclosed in the present application is a newly identified member of the Diff 33 family. 

4. Full-length PRQ284 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
35 referred to in the present application as PR0284. In particular, Applicants have identified and isolated cDNA 
encoding a PR0284 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 

138 

SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

knowledge, the UNQ247 (DNA23318-121 1) nucleotide sequence encodes a novel factor; using BLAST and 
FastA sequence alignment computer programs, no sequence identities to any known proteins were revealed. 

5. Full-length PRQ296 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
5 referred to in the present application as PR0296. In particular, Applicants have identified and isolated cDN A 
encoding a PR0296 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0296 polypeptide has significant similarity 
to the sarcoma-amplified SAS protein. Accordingly , it is presently believed that PR0296 polypeptide disclosed 
in the present application is a newly identified SAS protein homolog. 

10 

6. Full-length PRQ329 Polypeptides 

The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0329. In particular, Applicants have identified and isolated cDNA 
encoding a PR0329 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
15 sequence alignment computer programs , Applicants found that the PR0329 polypeptide has significant similarity 
to a high affinity immunoglobulin F c receptor. Accordingly, it is presently believed that PR0329 polypeptide 
disclosed in the present application is a newly identified F c receptor homolog. 

7. Full-length PRQ362 Polypeptides 

20 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0362. In particular. Applicants have identified and isolated cDNA 
encoding a PR0362 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0362 polypeptide has significant similarity 
to the A33 antigen protein as well as the HCAR protein and the NrCAM related cell adhesion molecule. 

25 Accordingly, it is presently believed that PR0362 polypeptide disclosed in the present application is a newly A33 
antigen and HCAR protein homolog. 

8. Full-length PRQ363 Polypeptides 

The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in the present application as PR0363. In particular, Applicants have identified and isolated cDNA 
encoding a PR0363 polypeptide, as disclosed in further detail in the Examples below. Using BLAST arid FastA 
sequence alignment computer programs, Applicants found that the PR0363 polypeptide has significant similarity 
to the cell surface protein HCAR. Accordingly, it is presently believed that PR0363 polypeptide disclosed in 
the present application is a newly HCAR homolog. 
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9. Full-length PRQ868 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
. referred to in the present application as PR0868. In particular , Applicants have identified and isolated cDNA 
encoding a PR0868 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO868 polypeptide has significant similarity 
5 to the tumor necrosis factor receptor. Accordingly, it is presently believed that PRO868 polypeptide disclosed 
in the present application is a newly identified member of the rumor necrosis factor receptor family of proteins. 

10. Full-length PRQ382 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
10 referred to in the present application as PR0382. In particular, Applicants have identified and isolated cDNA 
encoding a PR0382 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the native PR0382 polypeptide shares significant 
homology with various serine protease proteins. Applicants have also found that the DNA encoding the PR0382 
polypeptide shares significant homology with nucleic acid encoding various serine protease proteins. 
15 Accordingly, it is presently believed that PR0382 polypeptide disclosed in the present application is a newly 
identified, serine protease homolog. 

11. Full-length PRQ545 Polypeptides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0545. In particular, Applicants have identified and isolated cDNA 
encoding a PR0545 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs , Applicants found that various portions of the PR0545 polypeptide have 
significant homology with the sequences identified designated as; human metalloproteinase ("P_W01825"), 
mouse meltrinalpha (*S60257 metalloprotease-disintegrin meltrin-alpha {"GEN 1 3695 *) , ADAM 1 3 - Xenopus 
25 laevis CXLU660O31 mouse meltrin beta ("£60258"), rabbit metalloprotease-disintegrin meltrin-beta, 
CGEN13696"), human meltrin S ("AF023477 1"), human meltrin precursor ("AF023476J"), human ADAM 
21 (* AF029900J *), and human ADAM 20 C AF029899J "), thereby indicating that PR0545 may be a novel 
meltrin protein. Accordingly, it is presently believed that the PR0545 polypeptide disclosed in the present 
application is a newly identified member of the meltrin family and possesses the cellular adhesiveness typical 
30 of the meltrin proteins which comprise both metalloprotease and disintegrin domains. 

12. Full-length PRQ617 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0617. In particular, Applicants have identified and isolated cDNA 
35 encoding a PR061 7 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRQ617 polypeptide shares significant 
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homology with the CD24 protein. Applicants have also found that the DNA encoding the PR0617 polypeptide 
has significant homology with DNA encoding the CD24 protein. Accordingly, it is presently believed that 
PR0617 polypeptide disclosed in the present application is a newly identified CD24 homolog. 

13. Full-length PRO700 Polypeptides 

5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PRO700. In particular, Applicants have identified and isolated cDNA 
encoding a PRO700 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PRO700 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRO700 polypeptide possess significant sequence similarity to 

10 various protein disulfide isomerases. More specifically, an analysis of the Dayhoff database (version 35.45 
SwissProt 35) evidenced significant sequence similarity between the PRO700 amino acid sequence and the 
following Dayhoff sequences; polypeptide with protein disulfide isomerase activity, designated as (T_P80664 
human PDI, designated as ("P_R51696"), human PDI, designated as (PR25297"), probable protein disulfide 
isomerase er-60 precursor, designated as ( M ER60_SCHM A"), protein disulfide isomefaseprecursor- Drosophila 

15 melanogaster, designated as ("PDI DROME"), protein disulfide-isomerase precursor - Nicotiana tabaccum, 
designated as ("NTPDIGENE I"), protein disulfide isomerase - Onchocerca volvulus, designated as 
("OVU 12440 1"), human probable protein disulfide isomerase p5 precursor , designated as 
("ERPSJttJMAN"), human protein disulfide isomerase-related protein 5, ("HSU79278J and protein 
disulfide isomerase precursor / prolyl 4- hydroxy, CPDIHUMAN"), thereby indicating that PRO700 may be 

20 a novel protein disulfide isomerase. Accordingly, it is presently believed that PRO700 polypeptide disclosed 
in the present application is a newly identified member of the protein disulfide isomerase family and possesses 
the ability to catalyze the formation of disulfide bonds typical of the protein disulfide isomerase family. 

14. Full-length PRO702 Polypeptides 

25 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PRO702. In particular, Applicants have identified and isolated cI>NA 
encoding a PRO702 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
\ sequence alignment computer programs, Applicants found that the PRO702 polypeptide has significant similarity 
to the conglutinin protein. Accordingly, it is presently believed that PRO702 polypeptide disclosed in the present 
, 30 application is a newly identified conglutinin homolog. 

15. Full-length PR6703 Polypeptides 

The present invention provides ne wly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO703. In particular, Applicants have identified and isolated cDNA 
35 encoding a PRO703 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PRO703 polypeptide using BLAST and FastA sequence alignment computer 
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programs, suggests that various portions of the PRO703 polypeptide possess significant sequence similarity to 
the VLCAS protein, thereby indicating that PRO703 may be a novel VLCAS protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PRO703 amino acid sequence and the following Dayhoff sequences, human mRNA for very-long-chain 
acyl-CoA, ("D88308"), rat mRNA for very-long-chain acyl-CoA synthetase, ("D85100"), Mus musculusfavcy 
5 acid transport protein, ("MMU 15976"), human very-long-chain acyl-CoA synthetase, ("D88308 1*), Mus 
musculus very-Iong-chain acyl-CoA synthetase, ("AF033031 1 '), very-long-chain acyl-Co A synthetase -Raitus, 
( a D85lOO I"), rat long-chain fatty acid transport protein, ("FATPRAT"), mouse long-chain fatty acid transport . 
protein, CFATPMOUSE"), probable long-chain fatty acid transport protein, CFATIYEAST"), and fatty acid 
transporter protein, ( W CHY 15839 2") , thereby indicating that PRO703 may be a novel VLCAS. Accordingly, 
10 it is presently believed that PRO703 polypeptide disclosed in the present application is a newly identified member 
of the VLCAS family and possesses the ability to facilitate the cellular transport of long and very long chain fatty 
acids typical of the VLCAS family. 

16. Full-length PRO705 Polypeptides 

15 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to* in the present application as PRO705. In particular. Applicants have identified and isolated cDNA 
encoding a PRO705 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO705 polypeptide has significant similarity, 
to the K-glypican protein. Accordingly, it is presently believed that PRO705 polypeptide disclosed in the present 

20 application is a newly identified member of the glypican family of proteoglycan proteins. 

17. Full-length PRO708 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO708: In particular, Applicants have identified and isolated cDNA 
25 encoding a PRO708 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs , Applicants found that the PRO708 polypeptide has significant homology 
with the aryl sulfatase proteins. Applicants have also found that the DNA encoding the PRO708 polypeptide has 
significant homology with DNA encoding the aryl sulfatase proteins. Accordingly, it is presently believed that 
PRO708 polypeptide disclosed in the present application is a newly identified aryl sulfatase homolog. 

30 

18. Full-length PRO320 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO320; In particular, Applicants have identified and isolated cDNA 
encoding a PRO320 polypeptide, as disclosed hi further detail in the Examples below. Analysis of the amino 
35 acid sequence of the full-length PRO320 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRO320 polypeptide have significant homology to the fibulin 
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protein. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO320 amino acid sequence and the following Dayhoff sequences, human 
fibulin-2 precursor, designated "FBL2HUMAN", human fibulin- 1 isoform a precursor, designated 
" FBLAHUMANT , 23C783. 1 - Caenorhabditis elegans, designated "CELZK783 J ■" , human-notch2, designated 
"HSU77493 r, Nel protein precursor - rattus norvegicus, designated "NEL RAT" , Mus musculus cell surface 

5 protein, designated "D32210 1\ mouse (fragment) Notch B protein, designated ~A49175\ C50H2.3a - 
Caenorhabditis elegans, designated *'CEC50H2_3\ MEC-9L - Caenorhabditis elegans, designated 
"CEU33933 1 and Mus musculus notch 4, designated " 10 MMMHC29N7_2 M , thereby indicating that PRO320 
may be a novel fibulin or fibul in-like protein. Accordingly, it is presently believed that PRO320 polypeptide 
disclosed in the present application is a newly identified member of the fibulin family and possesses biological 

10 activity typical of the fibulin family. 

19. Full-length PRQ324 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0324. In particular. Applicants have identified and isolated cDNA 
15 encoding a PR0324 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0324 polypeptide has significant similarity 
to oxidoreductases. Accordingly, it is presently believed that PR0324 polypeptide disclosed in the present 
application is a newly identified oxidoreductase homolog. 

20 20. Full-length PRQ351 Polypeptides 

The present invention providesnewty identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0351 . In particular, Applicants, have identified and isolated cDNA 
encoding a PR0351 polypeptide, as disclosed in ftaher detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0351 polypeptide using BLAST and FastA sequence alignment computer 

25 programs, suggests that various portions of the\PR0351 polypeptide possess significant sequence similarity to 
the prostasin protein, thereby indicating that PR0351 may be a novel prostasin protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PR0351 amino acid sequence and the follqwing Dayhoff sequences, " AC003965_1 \ *CELC07G1_7\ 
"GEN12917\ **HEPS_HUM AN " , tt GEN14584", u MCT6_MOUSE w , "HSU75329J \ W PLMN_ERIEU% 

30 W TRYB_HUMAN", and**P_W22987\ Accordingly, it ispresendy believed that PR0351 polypeptide disclosed 
in the present application is a newly identified member of the prostasin family and possesses properties and 
activities typical of the prostasin family . 

21. Full-length PRQ352 Polypeptides 

35 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0352. In particular, Applicants have identified and isolated cDNA 
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encoding a PR0352 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0352 polypeptide has significant similarity 
to the butyrophilin protein. Accordingly, it is presently believed that PR0352 polypeptide disclosed in the present 
application is a newly identified butyrophilin homolog. 

5 22. Full-length PRQ381 Polypeptides 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR038 1 . In particular, Applicants have identified and isolated cDN A 
encoding a PR0381 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR038 1 polypeptide has significant similarity 
10 to immunophilin proteins. Accordingly, it is presently believed that PR038 1 polypeptide disclosed in the present 
application is a newly identified FKBP immunophilin homolog. 

23. Full-length PRQ386 Polypeptides 

The present invention provides newly identi Red and isolated nucleotide sequences encoding polypeptides 
15 referred to in the present application as PR0386. In particular, Applicants have identified and isolated cDNA 
encoding a PR0386 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that the PR0386 polypeptide has significant similarity 
to the beta-2 subunit of a sodium channel protein. Accordingly, it is presently believed that PR0386 polypeptide 
disclosed in the present application is homolog of a beta-2 subunit of a sodium channel expressed in mammalian 
20 cells. 

24. Full-length PRO540 Polypeptides 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO540. In particular. Applicants have identified and isolated cDNA 

25 encoding a PRO540 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length P&O540 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRO540 polypeptide possess significant sequence similarity to 
the LCAT protein, thereby indicating u^t PRO540 may be a novdl^AT protem. More specif^ 
of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between the 

30 PRO540 amino acid sequence and the following Dayhoff sequences, phosphatidylcholine-sterol acyltransferase, 
designated "LCATVHUMANV hypothetical 75.4 kd protein, designated U YN84_YEAST\ Bacillus 
Udtertiforntis esterase, designated "BLU35855J \ macrotetrolide resistance protein - Streptomyces, designated 
"JH0655", T-cell receptor delta chain precursor, designated M C30583\ Rhesus kringle 2, designated 
W P^W07551\ RAGE-1 ORF5, designated "HSU46191 3\ human Ig kappa chain VKIII-JK3, designated 

35 "HSU0746d_r , and Alstroemeria inodora reverse transcriptase, designated tt ALI223606 I \ Accordingly, it 
is presently believed that PRO540 polypeptide disclosed in the present application is a newly identified member 
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of the LCAT protein family and possesses lipid transport capability typical of the LCAT family. 

25. Fall-length PRQ61S Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0615. In particular, Applicants have identified and isolated cDNA 
5 encoding a PR06I5 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0615 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0615 polypeptide possess significant sequence similarity to 
the human synaptogyrin protein, thereby indicating that PR0615 may be a novel synaptogyrin protein. More 
specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence 
10 similarity between the PR0615 amino acid sequence and the following Dayhoff sequences, "AF039085 1 *, 
"RNU39549_1\ "CELT08A9_8\ "FSU62028_r, "S73645\ "Y348_MYCPN\ "AC000103_5\ "\ 
"RT12LEITA Y and "EBVLMP218JV Accordingly, it is presently believed that PR0615 polypeptide 
disclosed in the present application is a newly identified member of the synaptogyrin family and possesses 
activity and properties typical of the synaptogyrin family. 

15 

26. Full-length PRQ618 Polypeptides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0618. In particular. Applicants have identified and isolated cDNA 
encoding a PR0618 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 

20 acid sequence of the full-length PR0618 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0618 polypeptide possess significant sequence similarity to 
the enteropeptidase protein, thereby indicating that PR0618 may be a novel enteropeptidase. More specifically, 
an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity 
between the PR0618 amino acid sequence and the following Dayhoff sequences, "P_W22987\ 

25 a KAL_HUMAN M ,. tt AC003965_l", "GEN12917", w ENTK_HUM AN " , a FA 1 1_H UM AN Y " HSU75329_1 " , 
"P_W22986% and "PLMN_HORSE\ Accordingly, it is presently believed that PR0618 polypeptide disclosed 
in the present application is a newly identified member of the enteropeptidase family and possesses catalytic 
activity typical of the enteropeptidase family. 

30 27. Full-length PRQ719 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0719. In particular, Applicants have identified and isolated cDNA 
encoding a PR0719 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that the PR0719 polypeptide has significant similarity 

35 to the lipoprotein lipase H protein. Accordingly, it is presently believed that PROT19 polypeptide disclosed in 
the present application is a newly identified lipoprotein lipase H homolog. 
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28. Full-length PRQ724 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0724. In particular, Applicants have identified and isolated cDNA 
encoding a PR0724 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0724 polypeptide has significant similarity 
5 to the human low density lipoprotein (LDL) receptor protein. Accordingly, it is presently believed that PR0724 
polypeptide disclosed in the present application is a newly identified LDL receptor homology 

29. Full-length PRQ772 Polypeptides 

the present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
10 referred to in the present application as PRG772. In particular. Applicants have identified and isolated cDNA 
encoding a PR0772 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0772 polypeptide has significant similarity 
to the human A4 protein. Accordingly, it is presently believed that PR0772 polypeptide disclosed in the present 
application is a newly identified A4 protein homolog. 

15 

30. Full-length PRQ852 Polypeptides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0852. In particular, Applicants have identified and isolated cDNA 
encoding a PR0852 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
20 sequence alignment computer programs, Applicants found that the PR0852 polypeptide has significant similarity 
to various protease proteins. Accordingly, it is presently believed that PR0852 polypeptide disclosed in the 
present application is a newly identified protease enzyme homolog. 

31. Full-length PRQ853 Polypeptides 

25 The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0853. In particular, Applicants have identified and isolated cDNA 
encoding a PRQ853 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0853 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRQ853 polypeptide possess significant sequence similarity to 

30 the reductase protein, thereby indicating that PROS53 may be a novel reductase. More specifically, an analysis 
of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between the 
PR0853 amino acid sequence and the following Dayhoff sequences, "P_W03198% *CEC15H11_6*\ 
"MTV030_12\ **P_W15759\ "S42651", . "ATAC00234314\ *MTV022J3\ "SCU43704_1\ 
"CELE04F6 /7\ and * ALFA j \ Accordingly, it is presently believed that PR0853 polypeptide disclosed in 

35 the present application is a newly identified member of the reductase family and possesses the antioxidant 
enzymatic activity typical of the reductase family. 
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32. Full-length PRO860 Polypeptides 

The preseni invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO860. In particular. Applicants have identified and isolated cDNA 
encoding a PRO860 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PRO860 polypeptide using BLAST and FastA sequence alignment computer 
5 programs, suggests that various portions of the PRO860 polypeptide possess significant sequence similarity to 
the neurofascin protein, thereby indicating that PRO860 may be a novel neurofascin: More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence simUarity between 
the PRO860 amino acid sequence and the following Dayhoff sequences, tt AF040990_l\ w AF04I053_l\ 
tt CELZK377_2\ "RNU81035J *, a D86983_l\ M S26180\ "MMBIG2AJ \ "S46216\ and "RNU68726_1\ 
10 Accordingly, it is presendy believed that PRO860 polypeptide disclosed in the present application is a newly 
identified member of the neurofascin family and possesses the cellular adhesion properties typical of the 
neurofascin family. 

33. Full-length PRQ846 Polypeptides 

1 5 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0846; In particular, Applicants have identified and isolated cDNA 
encoding a PR0846 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0846 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0846 polypeptide possess significant sequence similarity to 

20 the CMRF35 protein, thereby indicating that PR0846 may be a novel CMRF35 protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PR0846 amino acid sequence and the following Dayhoff sequences, **CM35_HUMAN W , tt AF035963J\ 
tt PIGR_RABIT n , "AF043724_r, "RNU89744_1\ "A52091J", "S48841\ "ELK06A9_3\ and 
"AF049588_t\ Accordingly, it is presently believed that PR0846 polypeptide disclosed in the present 

25 application is a newly identified member of the CMRF35 protein family and possesses properties typical of the 
CMRF35 protein family. 

34. Fun-length PRQ862 Polypeptide* 

The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in the present application as PR0862. In particular, Applicants have identified and isolated cDN A 
encoding a PR0862 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0862 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PRG862 polypeptide possess significant sequence sunilarity to 
the lysozyme protein, thereby indicating that PR0862 may be a novel lysozyme protein. More specifically, an 
35 analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between 
the PR0862 amino acid sequence and the following Dayhoff sequences, M P_P90343\ and "LYCHUMAN. 
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Accordingly, it is presently believed that PR0862 polypeptide disclosed in the present application is a newly 
identified member of the lysozyme family and possesses catalytic activity typical of the lysozyme family. 

35. Full-length PRQ864 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
5 referred to in the present application as PR0864. In particular, Applicants have identified and isolated cDNA 
encoding a PR0864 polypeptide, as disclosed in further detail in the Examples below. Analysis of the amino 
acid sequence of the full-length PR0864 polypeptide using BLAST and FastA sequence alignment computer 
programs, suggests that various portions of the PR0864 polypeptide possess significant sequence similarity to 
the Wnt-4 protein, thereby indicating that PR0864 may be a novel Wnt-4 protein. More specifically, an analysis 

10 of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant sequence similarity between the 
PR0864 amino acid sequence and the following Dayhoff sequences, "WNT4 _MOUSE\ "WNT3_MOUSE w , 
"WN5A_HUMAN\ "WN7B MOUSE", w WN3A_MOUSE tt , w XLU66288_l w f W WN13_HUMAN W , 
** WN5BOR YLA* , *WNT2 MOUSE*, and *WN7A_MOUSE\ Accordingly, it is presently believed that 
PR0864 polypeptide disclosed in the present application is a newly identified member of the Wnt-4 protein 

15 family and possesses properties typical of the Wnt-4 protein family. 

36. Full-length PRQ792 Polypeptides " 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0792. In particular, Applicants have identified and isolated cDNA 
20 encoding a PR0792 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0792 polypeptide has significant similarity 
to the CD23 protein. Accordingly, it is presently believed that PR0792 polypeptide disclosed in the present 
application is a newly identified CD23 homolog. 

25 37. Full-length PRQ866 Polypeptides 

The present invention provides newly identified and isolated nucleoddesequencesencodingrx>lyr^tides 
referred to in the present application as PRO866. In particular, Applicants have identified and isolated cDNA 
encoding a PRO866 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0866 polypeptide has significant similarity 

30 to various mindin and spondin proteins. Accordingly, it is presently believed that PRQ866 polypeptide disclosed 
in the present application is a newly identified mindin/spondin homolog. 

V. 

38. Full-length PRQ871 Polypeptides • 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
35 referred to in the present application as PR0871 . In particular, Applicants have identified and isolated cDNA 
encoding a PR087 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
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sequence alignment computer programs* Applicants found that the PR0871 polypeptide has significant similarity 
to the CyP-60 protein. Accordingly, it is presently believed that PR0871 polypeptide disclosed in the present 
application is a newly identified member of the cyclophilin protein family and possesses activity typical of the 
cyclophilin protein family. 

5 39. Full-length PRQ873 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0873. In particular, Applicants have identified and isolated cDNA 
encoding a PR0873 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0873 polypeptide has significant similarity 

10 to a human liver carboxylesterase. Accordingly, it is presently believed that PR0873 polypeptide disclosed in 
the present application is a newly identified member of the carboxylesterase family and possesses enzymatic 
activity typical of the carboxylesterase family. 

40. Full-length PRO940 Polypeptides 

15 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PRO940. In particular, Applicants have identified and isolated cDNA 
encoding a PRO940 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PRO940 polypeptide has significant similarity 
to CD33 and the OB binding protein-2. Accordingly, it is presently believed that PRO940 polypeptide disclosed 

20 in the present application is a newly CD33 and/or OB binding protein-2 homolog. 

41. Full-length PRQ94I Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0941. In particular, Applicants have identified and isolated cDNA 
25 encoding a PR094 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR094 1 polypeptide has significant similarity 
to one or more cadherin proteins. Accordingly, it is presently believed that PR094 1 polypeptide disclosed in 
the present application is a newly identified cadherin homolog. 

,30 42. Full-length PRQ944 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0944. In particular, Applicants have identified and isolated cDNA 
encoding a PR0944 polypeptide, as disclosed in further detail in the Examples below . Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0944 polypeptide has significant similarity 
35 to the CPE-R cell surface protein. Accordingly, it is presently believed that PR0944 polypeptide disclosed in 
the present application is a newly identified CPE-R homolog. 
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43. Full-length PRQ983 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encodingpolvpeptides 
referred to in the present application as PR0983. In particular; Applicants have identified and isolated cDNA 
encoding a PR0983 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0983 polypeptide has significant similarity 
5 to the vesicle-associated protein, VAP-33. Accordingly, it is presently believed that PR0983 polypeptide 
disclosed in the present application is a newly identified member of the vesicle-associated membrane protein 
family and possesses activity typical of vesicle-associated membrane proteins. 

44. Full-length PRO1057 Polypeptides 

10 The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PRO1057. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1057 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PRO 1057 polypeptide has significant 
similarity to various protease proteins . Accordingly, it is presently believed that PRO 1 057 polypeptide disclosed 

15 in the present application is a newly identified protease homolog. 

45. Full-length PRO1071 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides . ^ 
referred to in the present application as PRO 1071. In particular, Applicants have identified and isolated cDNA 
20 encoding a PRO107.1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PRO 1071 polypeptide has significant 
similarity to the thrombospbndin protein. Accordingly, it is presently believed that PRO1071 polypeptide 
disclosed in the present application is a newly identified thrombospondin homolog. 1 

25 46. Full-length PRO1072 Polypeptides 

The present invention provides newly identified and isolated nucleotide sen^ncesena>ding polypeptides 
referred to in the present application as PRO1072. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1072 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PRO 1072 polypeptide has significant 

30 similarity to various reductase proteins. Accordingly, it is presently believed that PRO1072 polypeptide 
disclosed in the present application is a newly identified member of the reductase protein family. 

47. Full-length PRO1075 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
35 referred to in the present application as PRO 1075. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1075 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
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FastA sequence alignment computer programs. Applicants found thai the PRO1075 polypeptide has significant 
similarity to protein disulfide isomerase. Accordingly, it is presently believed that PRO 1075 polypeptide 
disclosed in the present application is a newly identified member of the protein disulfide isomerase family and 
possesses activity typical of that family. 

5 48. Full-length PRQ181 Polypeptides 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0181 . In particular, Applicants have identified and isolated cDNA 
encoding a PRG18I polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0181 polypeptide has significant similarity 
10 to the cornichon protein. Accordingly, it is presently believed that PR0181 polypeptide disclosed in the present 
application is a newly identified coraichon homolog. 

49. Full-length PRQ19S Polypeptides 

The present invention provides newly identified and isol ated nucleotide sequences encoding polypeptides 
15 referred to in the present application as PR0195. In particular, Applicants have identified and isolated cDNA 
encoding a PR0195 polypeptide, as disclosed in further detail in the Examples below. The PRO!95-encoding 
clone was isolated from a human fetal placenta library using a trapping technique which selects for nucleotide 
sequences encoding secreted proteins. To Applicants present knowledge, the UNQ169 (DNA26847-1395) 
nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment computer programs, 
20 no sequence identities to any known proteins were revealed. 

50. Full-length PRQ865 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0865. In particular, Applicants have identified and isolated cDNA 
25 encoding a PR0865 polypeptide, as disclosed in further detail in the Examples below. The PR0865-encoding 
clone was isolated from a human fetal kidney library using a trapping technique which selects for nucleotide 
sequences encoding secreted proteins. Thus, the PR0865-encoding clone may encode a secreted factor. To 
Applicants, present knowl^ 

using BLAST and FastA sequence alignment computer programs, no sequence identities to any known proteins 
30 were revealed. 

51. Full-length PRQ827 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0827. In particular, Applicants have identified and isolated cDNA 
J 35 encoding a PR0827 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0827 polypeptide has significant similarity 
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to VLA-2 and various other integrin proteins. Accordingly, it is presently believed that PR0827 polypeptide 
disclosed in the present application is a novel integrin protein or splice variant thereof. 

52. Full-length PROU14 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
5 referred to in the present application as PROl 1 14. In particular, Applicants have identified and isolated cDNA 
encoding a PROl 1 14 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the PROl 1 14 polypeptide has significant 
similarity to the cytokine receptor family of proteins. Accordingly, it is presently believed that PROl 114 
polypeptide disclosed in the present application is a newly identified member of the cytokine receptor family of 
10 proteins and possesses activity typical of that family. 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 1 14 interferon receptor (UNQ557). In particular, cDN A encoding 
a PROl 1 14 interferon receptor polypeptide has been identified and isolated, as disclosed in further detail in the 
Examples below. It is noted that proteins produced in separate expression rounds may be given different PRO 
15 numbers but the UNQ number is unique for any given DNA and the encoded protein, and will not be changed. 
However, for sake of simplicity, in the present specification the protein encoded by DNA57G33- 1403 as well 
as all further native homologues and variants included in the foregoing definition of PROl 114 interferon 
receptor, will be referred to as "PROl 1 14 interferon receptor" , regardless of their origin or mode of preparation. 
Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
20 native sequence PROl 114 interferon receptor polypeptide (shown in Figure 142 and SEQ ID NO:352) has 
sequence identity with the other known interferon receptors. Accordingly, it is presently believed that PROl 114 
interferon receptor possesses activity typical of other interferon receptors. 

53. Full-length PRQ237 Polypeptides 

: 25 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0237. In particular, Applicants have identified and isolated cDNA 
encoding a PR0237 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA , 
sequence alignment computer programs, Applicants found that the PR0237 polypeptide has significant similarity 
to carbonic anhydrase. Accordingly, it is presently believed that PR0237 polypeptide disclosed in the present 

30 application is a newly identified carbonic anhydrase homolog. 

54. Full-length PRQ54I Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0541 . In particular, Applicants have identified and isolated cDNA 
35 encoding a PR0541 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs , Applicants found that the PR054 1 polypeptide has significant similarity 

* 
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to a trypsin inhibitor protein. Accordingly, it is presently believed that PROS41 polypeptide disclosed in the 
present application is a newly identified member of the trypsin inhibitor protein family. 

55. Full-length PRQ273 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
5 referred to in the present application as PR0273. In particular. Applicants have identified and isolated cDNA 
encoding a PR0273 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0273 polypeptide have 
significant sequence identity with various chemokines. Accordingly, it is presently believed that PR0273 
polypeptide disclosed in the present application is a newly identified member of the chemokine family and 
10 possesses activity typical of the chemokine family. , 

56. Full-length PRO701 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO701. In particular, Applicants have identified and isolated cDN A 

15 encoding a PRO701 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO701 polypeptide have 
significant homology with the neuroligins 1, 2 and 3 and esterases including carboxyesterases and 
anticholinesterases. Accordingly, it is presently believed that PRO701 polypeptide disclosed in the present 
application is a newly identified member of the neuroligin family and is involved in mediating recognition 

20 processes between neurons and/or functions as a cell adhesin molecule as is typical of neuroligins. 

57. Full-length PRO704 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO704. In particular, Applicants have identified and isolated cpr^A 

25 encoding a PRO704 polypeptide, as disclosed in further detail b the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO704 polypeptide have 
significant homology with the VIP36 and GP36T>. Accordingly, it is presently believed that PRO704 polypeptide 
disclosed in the present application is a newly identified member of the vesicular integral membrane protein 
family and possesses the ability to bind to sugars and cycle between the plasma membrane and the Golgi typical 

30 of this family. 

58. Full-length PRO706 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO706. In particular. Applicants have identified and isolated cDNA 
35 encoding a PRO706 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO706 polypeptide have. 
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sequence identity with the human prostatic acid phosphatase precursor and the human lysosomal acid phosphatase 
precursor. Accordingly, it is presently believed that PRO706 polypeptide disclosed in the present application 
is a newly identified member of the human prostatic acid phosphatase precursor family and possesses 
phosphatase typical of the acid phosphatase, family. 

5 59. Full-length PRO707 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO707. In particular, Applicants have identified and isolated cDN A 
encoding a PRO707 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PRO707 polypeptide have 
10 significant homology with cadherins, particularly cadherin FIB3 found in fibroblasts. Accordingly, it is 
presently believed that PRO707 polypeptide disclosed in the present application is a newly identified member 
of the cadherin family and possesses cell interaction signaling typical of the cadherin family . 

60. Full-length PRQ322 Polypeptides 

15 The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR0322. In particular, Applicants have identified and isolated cDNA 
encoding a PR0322 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0322 polypeptide have 
significant homology with human neuropsin, serine protease, neurosin and trypsinogen. Accordingly, it is 

20 presently believed that PR0322 polypeptide disclosed in the present application is a newly identified member 
pf the serine protease family and possesses protease activity typical of this family. It is also believed that 
PR0322 is involved in hippocampal plasticity and is associated with extracellular matrix modifications and cell 
. migrations. 

25 61. Full-length PROS26 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0526. In particular, Applicants have identified and isolated cDN A 
encoding a PR0526 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants foumluiat various rx)rtiom of the PR0526rx>lypeptide have 

30 significant homology with the acid labile subunit of the insulin-like growth factor complex (ALS), as well 
carboxypeptidase, SLIT, and platelet glycoprotein V r Accordingly, it is presently believed that PR0526 
polypeptide disclosed in the present application is a newly identified member of the leucine-repeat rich 
superf amity, and possesses protein-protein interaction capabilities typical of this family. 

35 62. Full-length PRQ531 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
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referred to in the present application as PR0531. In particular, Applicants have identified and isolated cDNA 
encoding a PR053 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR053 1 polypeptide have 
significant sequence identity and similarity with members of the cadherin superfamily , particularly* protocadherin 
3. Accordingly, it is presently believed that PROS31 polypeptide disclosed in the present application is a newly 
5 identified member of the cadherin superfarhiiy , and is a protocadherin. PR053 i is a transmembrane protein 
which has extracellular cadherin motifs. PR053I is believed to be involved in cell-cell activity, in particular, 
cell signaling. 

63. Full-length PRQ534 Polypeptides 

The present invention provides newly identified and isolated nucleotidesequences encoding polypeptides 
10 referred to in the present application as PR0534. In particular, Applicants have identified and isolated cDNA 
encoding a PR0534 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0534 polypeptide have 
significant identity or similarity with the putative disulfide isomerase erp38 precursor and thioredoxin c-3. 
Accordingly, it is presently believed that PR0534 polypeptide disclosed in the present application is a newly 
15 identified member of the disulfide isomerase family and possesses the ability to recognize and unscramble either 
intermediate or incorrect folding patterns typical of this family. 

64. Full-length PRQ697 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0697. In particular, Applicants have identified and isolated cDNA 
encoding a PR0697 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0697 polypeptide have 
significant identity or similarity with sFRP-2, sFRP-l and SARP-1, -2 and -3. Accordingly, it is presently 
believed that PRQ697 polypeptide disclosed in the present application is a newly identified member pfxhe sFRP 
25 family and possesses activity related to the Wnt signal pathway. 

65. Full-length PRQ717 Polypeptides 

. The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0717. In particular. Applicants have identified and isolated cDN A 
30 encoding a PR0717 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, the UNQ385 (DNA50988-1326) nucleotide sequence encodes a novel factor; using BLAST and 
FastA sequence alignment computer programs, no significant sequence identities to any known human proteins 
were revealed. 

35 66. Full-length PRQ731 Polypeptides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
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referred to in the present application as PR0731. In particular, Applicants have identified and isolated cDN A 
encoding a PR0731 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that various portions of the PR0731 polypeptide have 
significant homology with the protocadherins 4, 68, 43, 42, 3, and 5. Accordingly, it is presently believed that 
PR0731 polypeptide disclosed in the present application is a newly identified member of the protocadherin 
5 family and possesses cell-cell aggregation or signaling activity or signal transduction involvement typical of this 
family. 

67. Full-length PRQ2I8 Polypeptides 

The present invention provides newly identified and isolated nucleotidesequences encoding polypeptides 
10 referred to in the present application as PR0218. In particular. Applicants have identified and isolated cDNA 
encoding a PR0218 polypeptide, as disclosed in further detail in the Examples below. The PR0218-encoding 
clone was isolated from a human fetal kidney library. To Applicants present knowledge, the UNQ192 
(DNA30867-1335) nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment 
computer programs, no significant sequence identities to any known proteins were revealed. Some sequence 
15 identity was found with membrane regulator proteins, indicating that PR0218 may function as a membrane 
regulator. 

68. Full-length PRQ768 Polypeptides 

The present invention provides newly ideritifiedahd isolated nucleotide sequences encoding polypeptides 
20 referred to in the present application as PR0768. In particular, Applicants have identified and isolated cDNA 
. encoding a PR0768 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0768 polypeptide have 
significant homology with integrins, including integrin 7 and 6. Accordingly, it is presemly believed that 
PRQ768 polypeptide disclosed in the present application is a newly identified member of the integrin family, 
25 either a homologue or a splice variant of integrin 7, and is involved with cell adhesion and communication 
between muscle cells and the extracellular matrix. 

69. Full-length PRQ77I Polypeptides 

The presentinventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in the present application as PR0771. In particular, Applicants have identified and isolated cDNA 
encoding a PR077 1 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR077 1 polypeptide have 
significant sequence identity and similarity with testican. Accordingly, it is presently believed that PR0771 
polypeptide disclosed in the present application is a newly identified member of the testican family and possesses' 
35 cell signaling, binding, or adhesion properties, typical of this family. 
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70. FulMenglh PRQ733 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0733. In particular, Applicants have identified and isolated cDNA 
encoding a PROT33 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0733 polypeptide have 
5 significant sequence identity with the Tl/ST receptor binding protein. Accordingly, it is presently believed that 
PR0733 polypeptide disclosed in the present application is a newly identified member of the interleukin-like 
family binding proteins which may be a cytokine and which may be involved in cell signaling. It is believed that 
PR0733 is an ApoAIV homologue. 

10 71. Full-length PRQ162 Polypeptides 

The present invention provides newly identified and isolated nucleotidesequences encoding polypeptides 
referred to in the present application as PR0162. In particular, Applicants have identified and isolated cDNA 
encoding a PR0162 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0162 polypeptide have 

15 significant homology with human pancreatitis-associated protein (PAP). Applicants have also found that the 
DNA encoding the PRO 1 62 polypeptide has significant homology with bovine limostathine precursor and bovine 
pancreatic thread protein (PTP). Accordingly, it is presently believed that PR0162 poIypepUde disclosed in the 
present application is a newly identified member of the pancreatitis-associated protein family and possesses 
activity typical of the pancreatitis-associated protein family. 

20 

72. Full-length PRQ788 Polyp eptide* 
The present invention provides newly identified and isolated nucleotide sequer^enccKlingpolypeptides 
referred to in the present application as PR0788. In particular, Applicants have identified and isolated cDNA 
fencoding a PR0788 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that various portions of the PR0788 polypeptide have 
significant homology with the anti-neoplastic urinary protein. Applicants have also found that the DNA 
encoding the PR0788 polypeptide has significant homology with human E48 antigen, human component B 
protein, and human prostate stem cell antigen. Accordingly, it is presently believed that PR0788 polypeptide 
disclosed in the present application is a newly identified member of the anti-neoplastic urinary protein family arid 
30 possesses anti-neoplastic activity typical of the anti-iieop^ 

73* Full-length PRO 1008 Pnlyp frpHdP* 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1008. In particular, Applicants have identified and isolated cDNA 
35 encoding a PRO1008 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRG1008 
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polypeptide have significant sequence identity and similarity with mouse dlck-l (mdkk-1). Accordingly, it is 
presently believed that PRO1008 polypeptide disclosed in the present application is a newly identified member 
of the dkk-1 family and possesses head inducing activity typical of this family. 

74. Full-length PRO1012 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO 101 2. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 10 12 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO10I2 
polypeptide have sequence identity with disulfide isomerase. Accordingly, it is presently believed that PRO1012 
polypeptide disclosed in the present application is a newly identified member of the ER retained protein family 
and possesses activity related to the processing, production and/or folding of polypeptides typical of the disulfide 
isomerase family. 

75. Full-length PRO1014 Polypeptides 

The present invention provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to in the present application as PRO1014. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1014 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that various portions of the PRO1014 
polypeptide have sequence identity with reductase and dehydrogenase. Accordingly, it is presently believed that 
PRO 1014 polypeptide disclosed in the present application is a newly identified member of the reductase super 
family and possesses reduction capabilities typical of this family. 

76. Full-length PRO1017 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO 1017. In particular, Applicants have identified and isolated cDNA 
encoding a PR01017 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO1017 
polypeptide have sequence identity with HNK-1 sulfotransferase. Accordingly, it is presently believed that 
PRO1017 polypeptide disclosed in the present application is a newly identified member of the HNK-1 
sulfotransferase family and is involved with the synthesis of HNK-1 carbohydrate epitopes typical of this family. 

77. FulHength PRQ474 Polypeptides 

Thepresent invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0474. In particular, Applicants have identified and isolated cDNA 
encoding a PR0474 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that various portions of the PRQ474 polypeptide have 
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sequence identity with dehydrogenase, glucose dehydrogenase and oxidoreductase. Accordingly, it is presently 
believed that PRQ474 polypeptide disclosed in the present application is a newly identified member of the 
dehydrogenase family and is involved in the oxidation of glucose. 

78. Full-length PRO1031 Polypep tides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1031. In particular, Applicants have identified and isolated cDNA 
encoding a PRO 1031 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO 1031 
polypeptide have sequence identity with IL-17 and CTLA-ff. Accordingly, it is presently believed that PRO1031 
polypeptide disclosed m the present application is a newly identified member of the cytokine family and thus may 
be involved in inflammation and/or the immune system. 

79. Full-length PRQ938 Polypep tide 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0938. In particular, Applicants have identified and isolated cDNA 
encoding a PR0938 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs, Applicants found that the PR0938 polypeptide has significant similarity 
to protein disulfide isomerase. Accordingly, it is presently believed that PR0938 polypeptide disclosed in the 
present application is a newly identified member of the thioredoxin family proteins and possesses activity typical 
of protein disulfide isomerase, / 

80- Full-length PRO1082 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROI082. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1082 polypeptide, as disclosed hi further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that various portions of the PRO1082 
polypeptide have sequence identity with a lectin-like oxidized LDL receptor appearing in the database as 
"AB010710_1\ Accordingly, it is presently believed that PRO 1082 polypeptide disclosed in the present 
application is a newly identified member of the LDL receptor family. 

M- Full-length PRO1083 Pftlvp ppHH^ 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1083. In particular, Applicants have identified and isolated cDNA 
eiic*>ding a PRO1083 polypeptide, as disclosed in further detail in the Examples below. The PRQ1083-encoding 
clone was isolated from a human fetal kidney library using a trapping technique which selects for nucleotide 
sequences encoding secreted proteins. To Applicants present knowledge, the UNQ540 (DNA50921-1458) 
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nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment computer programs, 
some sequence identity with a 7TM receptor, latrophilin related protein 1 and a macrophage restricted cell 
surface glycoprotein was shown. The kinase phosphorylation site and G-coupled receptor domain shown in 
Figure 204 indicate that PRO1083 is a novel member of the 7TM receptor superfamily. 

82. Full-length PRO200 Polypeptides 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as VEGF-E. In particular. Applicants have identified and isolated cDN A 
encoding a VEGF-E polypeptide, as disclosed in further detail in the Examples below. Using BLAST sequence 
alignment computer programs, Applicants found that the VEGF-E polypeptide has significant homology with 
VEGF and bone morphogenetic protein 1. In particular, the cDNA sequence of VEGF-E exhibits 24% amino 
acid similarity with VEGF and has structural conservation. In addition, VEGF-E contains a N-terminal half 
which is not present in VEGF and that has 28% homology to bone morphogenetic protein 1 . 

83. Full-length PRQ285 and PRQ286 Polyp eptides 

The present invention provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to in the present application as PR0285 and PR0286 In particular, Applicants have identified and 
isolated cDNAs encoding PR0285 and PR0286 polypeptides, as disclosed in further detail in the Examples 
below. Using BLAST and FastA sequence alignment computer programs, Applicants found that the coding 
sequences of PR0285 and PR0286 are highly homologous to DNA sequences HSU88540 1, HSU88878_1, 
HSU88879_l, HSU88880_1, and HSU88881J in the GenBank database. 

Accordingly, it is presently believed that the PR0285 and PR0286 proteins disclosed in the present 
application are newly identified human homologies of the Drosophila protein Toll, and are likely to play an 
important role in adaptive immunity. More specifically, PR0285 and PR0286 may be involved in 
inflammation, septic shock, and response to pathogens, and play possible roles in diverse medical conditions that 
are aggravated by immune response, such as, for example, diabetes, ALS, cancer, rheumatoid arthritis, and 
ulcers. The role of PR0285 and PR0286 as pathogen pattern recognition receptors, sensing the presence of 
conserved, molecular structures present on microbes, is further supported by the data disclosed in the present 
application, showing that a known human Toll-like receptor, TLR2 is a direct mediator of LPS signaling. 

84. Full-length PRQ21 3-1. PRO1330 and PRO 1449 Polypeptides 

The present invention provides newly, identified and isolated nucleotide seq^ncesencodmg polypeptides 
referred to in the present application as PRC213-1, PRO1330 and/or PR01449. In particular, cDNA encoding 
a PR0213-1, PRO1330 and/or PRO 1449 polypeptide has been identified and isolated, as disclosed in further 
detail in the Examples below. It is noted that proteins produced in separate expression rounds may be given 
different PRO numbers but the UNQ number is unique for any given DNA and the encoded protein, and will 
not be changed. However, for sake of simplicity, in the present specification the protein encoded by DNA30943- 
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1163-1. DNA64907-M63-1 and DNA64908-I163-1 as well as all further native homolpgues and variants 
included in the foregoing definition of PR02 13-1 . PROI330 and/or PROI449, will be referred to as "PR0213-1, 
PRO1330 and/or PR01449% regardless of their origin or mode of preparation. 

85. Full-length PRQ298 Polyp eptides 

The present invention provides newly identified and isolated nucleotide sequence s encoding polypeptides 
referred to in the present application as PR0298. (It is noted that PR0298 is an arbitrary designation of a 
protein encoded by the nucleic acid shown inFigure218, SEQ ID NO: 514. and having the amino acid sequence 
shown in Figure 219, SEQ ID NO:515. Further proteins having the same amino acid sequence but expressed 
in different rounds of expression, may be given different tt PRO w numbers.) 

In particular, Applicants have identified and isolated cDNA encoding a PR0298 polypeptide, as 
disclosed in further detail in the Examples below. Using BLASTX 2.0a8MP-WashU computer program, socring 
parameters: T= 12, S-£8, S2=36, Matrix: BLOSUM62, Applicants found that the PR0298 protein specifically 
disclosed herein shows a limited (27-38 %) sequence identity with the following sequences found in the GenBank 
database: S59392 (probable membrane protein YLR246w - yeast); S58154 (hypothetical protein SPAC2F7 10 - 
yeast); CELF33D11_9 (F33D11.9b - Caenorhabditis elegans); Y041_CAEEL (hypothetical 68.7 kd protein 
zk?57. 1); CEAC3_5 (AC3.4 - Caenorhabditis elegans); S52691 (probable transmembrane protein YDR126w - 
yeast); ATT12H 17_14 (protein - Arabidopsis thaliana); S55963 (probable membrane protein YNL326c - yeast); 
CELC43H6_2 (C43H6.7 - Caenorhabditis elegans); TMO18A10_14 (A_TM018A10.8 - Arabinosa thaliana). 

86. Full-length PRQ337 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0337. In particular, Applicants have identified and isolated cDNA 
encoding a PR0337 polypeptide, as disclosed in further detail in the Examples below. Using BLAST, BLAST-2 
and FastA sequence alignment computer programs, Applicants found that a full-length native sequence PR0337 
has 97% amino acid sequence identity with rat neurotrimin, 85% sequence identity with chicken CEPU, 73% 
sequence identity with chicken G55, 59% homology with human LAMP and 84% homology with human 
OPCAM, Accordingly, it is presently believed that PR0337 disclosed in the present application is a newly 
identified member of the IgLON sub family of the immunoglobulin sur^rfamily and may possess neurite growth 
and differentiation potentiating properties. 

Full-lenfth PRQ403 Polypeptides 

The present invention provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to in the present appUcation as PRO403. In particular, Applicants have identified and isolated cDNA . 
eiicoding a PRO403 polypeptide, as disclosed in further detail in the Examples below. Using a BLAST. BLAST- 
2 and FastA sequence alignment computer programs. Applicants found that a full-length native sequence PRO403 
has 94% identity to bovine ECE-2 and 64 % identity to human ECE-L Accordingly is presently believed that 
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PRO403 is a new member of the ECE protein family and may posses ability to catalyze the production of active 
endothelin. 

88. PRO Polypeptide Variants 
In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO polypeptide variants can be prepared. PRO polypeptide variants can be prepared by introducing appropriate 
nucleotide changes into the PRO polypeptide DNA, or by synthesis of the desired PRO polypeptide. Those 
skilled in the art will appreciate that amino acid changes may alter post-translational processes of the PRO 
polypeptides, such as changing the number or position of glycosylation sites or altering the membrane anchoring 
characteristics. 

Variations in the native full-length sequence PRO polypeptides or in various domains of the PRO 
polypeptides described herein, can be made, for example, using any of the techniques and guidelines for 
conservative and non-conservative mutations set forth, for instance, in U.S. Patent No. 5,364,934. Variations 
may be a substitution, deletion or insertion of one or more codons encoding the PRO polypeptide that results in 
a change in the amino acid sequence of the PRO polypeptide as compared with the native sequence PRO 
polypeptide. Optionally the variation is by substitution of at least one amino acid with any other amino acid in 
one or more of the domains of the PRO polypeptide. Guidance in determining which amino acid residue may 
be inserted, substituted or deleted without adversely affecting the desired activity may be found by comparing 
the sequence of the PRO polypeptide with that of homologous known protein molecules and minmiizing the 
number of amino acid sequence changes made in regions of high homology. Amino acid substitutions can be 
the result of replacing one amino acid with another amino acid having similar structural and/or chemical 
properties, such as the replacement of a leucine with a serine, i.e., conservative amino acid replacements. 
Insertions or deletions may optionally be in the range of 1 to 5 amino acids. The variation allowed may be 
determined by systematically making insertions, deletions or substitutions of amino acids in the sequence and 
testing the resulting variants for activity in the in vitro assay described in the Examples below. 

In particular embodiments, conservative substitutions of interest are shown in Table 1 under the heading 
of preferred substitutions. If such substitutions result in a change in biological activity, then more substantial 
changes, dominated exemplary substitutions in Table 1, or as further described below in reference to amino 
acid classes, are introduced and the products screened. 
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Substantial modifications in functionor immunotogicalidentity of the PRO polypeptide are accomplished 
by selecting substitutions that differ significantly in their effect on maintaining (a) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobic^ of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 
(1) hydrophobic: norleucine, met, ala, val, leu, He; * 
35 (2) neutral hydrophilic; cys, ser, thr; 

(3) acidic: asp, glu; , 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 

Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 
Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaining (non-wnserved) sites. 

The variations can be made using methods known in the an such as oligonucleotide-mediated (site- 
directed) mutagenesis, alanine scanniiig, and PCR mutagenesis. Site-directed mutagenesis [Carteret al.. NucK 
Adds R&S - 12:4331 < l986 >; Zo"" el Much Acids Res., 10:6487 (1987)], cassette mutagenesis [Wells et 
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al. , Gene, 34:315 (1985)], restriction selection mutagenesis [Wells et ah, Philos. Trans. R. Soc. London SerA 
317:415 (1986)] or other known techniques can be performed on the cloned DNA to produce the desired PRO 
polypeptide variant DNA. 

Scanning amino acid analysis can. also be employed to identify one or more amino acids aion* a 
contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral amino acids. Such 
5 amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
chain conformation of the variant. Alanine is also typically preferred because it is the most common amino acid. 
Further, it is frequently found in both buried and exposed positions [Creighton, The Proteins. (W.H. Freeman 
& Co., N.Y.); Chothia, J. Mol.BioL, 150:1 (1976)], If alanine substitution does not yield adequate amounts 
10 of variant, an isoteric amino acid can be used. 

89. Modifications of PRO Polypeptides 
Covalent modifications of PRO polypeptides are included Within the scope of this invention. One type 
of covalem modification includes reacting targeted amino acid residues of the PRO polypeptide with an organic 
Privatizing agent that is capable of reacting with selected side chains or the N- or C terminal residues of the 
PRO polypeptide. Derealization with Afunctional agents is useful, for instance, for crosslinking a PRO 
polypeptide to a water-insoluble support matrix or surface for use in the method for purifying anti-PRO 
polypeptide antibodies, and vice-versa. Commonly usedcrosslihkingagents include, e.g. , 1 , 1 -bis(diazoacetyl)-2- 
phenylethane, glutaraldehyde, N-hydroxysuccinimide esters, for example, esters with 4 azidosalicylic acid, 
bomobifunctional imidoesters, including disuccinimidyl esters such as 3,3^imiobis(succmimidylpropionate), 
Afunctional maleimides such as bis-N-maIeimido-l,8K)Ctane and agents such as methyI-3 [(p-azidophenyl)- 
diraio]propioimidate. 

Other modifications include deamidation of glutaminyl and asparaginyl residues to the corresponding 
glutamyl and aspartyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxy 1 
groups of seryl or threonyl residues, methylatkra of the a-amino groups of lysine, arginine, and histidine side 
chains [T.E. Creighton, Proteins: Structure and Mo lecular Properties. "'W.H. Freeman & Co., San Francisco, 
pp. 79-86 (1983)], acetylatioii of the N-terminal amine, and amidation of any C-terminal carboxyl group. 

Another type of covalent modification of the PRO polypeptides included within the scope of this 
invention comprises altering the native glycosylation pattern of the polypeptide. "Altering the native 
glycosylation pattern- is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in a native sequence PRO polypeptide, and/or adding one or more glycosylation sites that are not present in the 
native sequence PRO polypeptide, and/or alteration of the ratio and/or composition of the sugar residues attached 
to the glycosylation site($). 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for example, by the addition of, or substitution by, one or more serine 
or threonine residues to the native sequence PRO polypeptide (for O-linked glycosylation sites). The PRO 
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polypeptide amino acid sequence may optionally be altered through changes at the DNA level, particularly by 
mutating the DNA encoding the PRO polypeptide at preselected bases such that codons are generated that will 
translate into the desired amino acids. 

Another means of increasing the number of carbohydrate moieties on the PRO polypeptide polypeptide 
is by chemical or enzymatic coupling of glycosides to the polypeptide. Such methods are described in the art, 
5 e.g. , in WO 87/05330 published 1 1 September 1987, and in Aplin and Wriston, CRC Crit. Rev. Biochem.. pp. 
259-306(1981). 

Removal of carbohydrate moieties, present on the PRO polypeptide may be accomplished chemically 
or erizymatically or by mutational substitution of codons encoding for amino acid residues that serve as targets 
for glycosylation. Chemical deglycosylation techniques are known in the art and described, for instance, by 

10 Hakimuddin, et ah, Arch. Biochem. Biophvs.. 259:52 (1987) and by Edg;e et ah, final. Biochem.. 118:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of endo- and exo-glycosidases as described by Thotakura et ah, Meth. Enzvmoh. 138:3 50 (1987V 

Another type of covalent modification of PRO polypeptides of the invention comprises linking the PRO 
polypeptide to one of a variety of nonproteinaceous polymers, e.g. , polyethylene glycol, polypropylene glycol, 

15 or polyoxyalkylenes, in the manner set forth in U.S. Patent Nos. 4,640,835; 4,496,689; 4,301,144; 4,670,417; 
4,791,192 or 4,179,337. 

The PRO polypeptides of the present invention may also be modified in a way to form a chimeric 
molecule comprising a PRO polypeptide fused to another, heterologous polypeptide or amino acid sequence. 
In one embodiment, such a chimeric molecule comprises a fusion of the PRO polypeptide with a tag polypeptide 

20 which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 
at the amino- or carboxyl- terminus of the PRO polypeptide. The presence of such epitdpe-tagged forms of the 
PRO polypeptide can be detected using an antibody against the tag polypeptide. Also, provision of the epitope 
tag enables the PRO polypeptide to be readily purified by affinity purification using an anti-tag. antibody or 
another type of affinity matrix that binds to the epitope tag. In an alternative embodiment, the chimeric molecule 

25 may comprise a fusion of the PRO polypeptide with an immunoglobulin or a particular region of an 
immunoglobulin. For a bivalent form of the chimeric molecule; such a fusion could be to the Fc region of an 
IgG molecule. 

Various tag polypeptides and their respective antibodies are well blown in the art. Examples include 
poly-histidine (poly-his) or r^ly-histiaUne^glycine (rjoly-his-gly) tags; the flu HA tag polypeptide and its antibody 

30 12CA5 [Field et al., Moh Cell. Biol. . 8:2159-2165 (1988)]; the c-myc tag and the 8F9, 3C7, 6E10, G4, B7 and 
9E10 antibodies thereto [Evan et al.. Molecular and Cellular Biology. 5:3610-3616 (1985)]; and the Herpes 
Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al., Protein Engineering. 3(6):547-553 
(1990)]. Other tag polypeptides include the Flag-peptide [Hopp et ah. BioTechnology. 6:1204-1210 (1988)]; 
the KT3 epitope peptide [Martin et al., Science. 255:192-194 (1992)]; an a-tubulin epitope peptide [Skinner et 

35 ah, J. Biol. Chem., 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz-Freyermmh et al., 
Proc. Natl. Acad. Sci. USA . 87:6393-6397 nQOOq 
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90. Preparation of PRO Polypeptides 
The description below relates primarily to production of PRO polypeptides by culturing cells 
transformed or transfected with a vector containing the desired PRO polypeptide nucleic acid. It is, of course, 
contemplated that alternative methods, which are well known in the art, may be employed to prepare the PRO 
polypeptide. For instance, the PRO polypeptide sequence, or portions thereof, may be produced by direct 

5 peptide synthesis using solidrphase techniques [see, e.g., Stewart et al» Solid-Phase Peptide Synthesis, W.H. 
Freeman Co., San Francisco, CA (1969); Merrifield, J. Am. Chem. Soc.. 85:2149-2154 (1963)]. In vitro 
protein synthesis may be performed using manual techniques or by automation. Automated synthesis may be 
accomplished, for instance, using an Applied Biosystems Peptide Synthesizer (Foster City, CA) using 
manufacturer's instructions. Various portions of the desired PRO polypeptide may be chemically synthesized 

10 separately and combined using chemical or enzymatic methods to produce the full-length PRO polypeptide. 

A. Isolation of DNA Encoding PRO Polypeptides 
DN A encoding PRO polypeptides may be obtained from a cDN A library prepared from tissue believed 
to possess the desired PRO polypeptide mRNA and to express it at a detectable level. Accordingly, human PRO 
15 polypeptide DNA can be conveniently obtained from a cDNA library prepared from human tissue, such as 
described in the Examples. The PRO polypeptide-encoding gene may also be obtained from a genomic library 
or by oligonucleodde synthesis. . > 

Libraries can be screened with probes (such as antibodies to the desired PRO polypeptide or 
. oligonucleotides of at least about 20-80 bases) designed to identify the gene of interest or the protein eneoded 
20 by it. Screening the cDNA or genomic library with the selected probe may be conducted using standard 
procedures, such as described in Sambrook et al., Molecular Cloning: A Laboratory Manual (New York: Cold 
Spring Harbor Laboratory Press, 1989). An alternative means to isolate the gene encoding the desired PRO 
polypeptide is to use PCR methodology [Sambrook et ah, supra: Dieffenbach et al. , PCR PrimenA Laboratory 
Manual (Cold Spring Harbor Laboratory Press, 1995)]. 
25 The Examples below describe techniques for screening a cDN A library. The oligonucleotide sequences 

selected as probes should be of sufficient length and suffice 

The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are well known in the art, ard include me use of radiolabels like 52 P-labeled 
' ATP» biotinylation or enzyme labeling. Hybridization conditions, including moderate stringency and high 
30 stringency, are provided in Sambrook et al., supra. 

Sequences identified in such library screening methods can be compared and aligned to other known 
sequences deposited and available in public databases such as GenBank or other private sequence databases. 
Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
the full-length sequence can be determined through sequence alignment using computer software programs such 
•35 as BLAST, ALIGN, DNAstar, and INHERIT which employ various algorithms to measure homology. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDN A or genomic 
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libraries using the deduced amino acid sequence disclosed herein for the first tithe, and, if necessary, using 
conventional primer extension procedures as described in Sambrook et al., supra, to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 

B. Selection and Transformation of Host Cells 
Host cells are transfected or transformed with expression or cloning vectors described herein for PRO 
polypeptide production and cultured in conventional nutrient media modified as appropriate for inducing 
promoters, selecting transformants, or amplifying the genes encoding the desired sequences. The culture 
conditions, such as media, temperature, pH and the like, can be selected by the skilled artisan without undue 
experimentation. In general, principles, protocols, and practical techniques for maximizing the productivity of 
cell cultures can be found in Mammalian Cell Biotechnology: a Practical App roach. M. Butler, ed. (IRL Press, 
1991) and Sambrook et al., supra. 

Methods of transection are known to the ordinarily skilled artisan, for example, CaP0 4 and 
electroporation. Depending on the host cell used, transformation is performed using standard techniques 
appropriate to such cells. The calcium treatment employing calcium chloride, as described in Sambrook et al., 
supra, or electroporation is generally used for prokaryotes or other cells that contain substantial cell-wall 
barriers. Infection with Agrobacterium tumefaciens is used for transformation of certain plant cells, as described 
by Shaw et ah, Gene, 23:315 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells without 
such cell walls, the calcium phosphate precipitation method of Graham and van def Eb, Virology. 52:456-457 
(1978) can be employed. General aspects of mammalian cell host system transformations have been described 
in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the method of 
Van Solingen et al., J. Bact.. 130:946 (1977) and Hsiao et al., Proc. Natl. Acad. Sci. (USA). 76:3829 (1979). 
However, other methods for introducing DNA into cells, such as by nuclear microinjection, electroporation, 
bacterial protoplast fusion with intact cells, or polycations, e.g., polybrene, polyomithine, may also be used. 
For various techniques for transforming mammalian cells, see Keown et al. , Methods in Enzvmologv. 185:527- 
537 (1990) and Mansour et al., Nature, 336:348-352(1988). 

Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 
or higher eukaryotelsetts. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for example, Enterobacteriaceae such as E. coli. Various E. coli strains are 
publicly available, such as E. coliKll strain MM294 (ATCC 31,446); E. o>//X 1776 (ATCC 31,537); E. coli 
strain W3I10 (ATCC 27,325) and K5 772 (ATCC 53,635). Other suitable prokaryotic host cells include 
Ehterobacteriaceae such as Escherichia, e.g.. E. coli, Emerobaaer, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g., Salmonella typhimiirium, Serratia, e.g., Serratia marcescans,m& Shigella, as well as Bacilli such as B. 
subtilis and B. licheniformis (e.g.,^B. licheniformis 41P disclosed in DD 266,710 published 12 April 1989), 
Pseudomonas such as P. aeruginosa, and Streptomyces. Various E, coli strains are publicly available, such as 
E. coli K12 strain MM294 (ATCC 31,446); E. coli X1776 (ATCC 31,537); E. coli strain W3110 (ATCC 
27,325); and K5 772 (ATCC 53,635). These examples are illustrative rather than limiting. Strain W31 10 is 
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one particularly preferred host or parent host because h is a common host strain for recombinant DNA product 
fermentations. Preferably, the host cell secretes minimal amounts of proteolytic enzymes. For example, strain 
W3 1 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous to the host, with 
examples of such hosts including E. coli W3 1 10 strain 1A2, which has the complete genotype tonA ; E. coli 
W3110 strain 9E4, which has the complete genotype tonA ptr3; E. coli W3 110 strain 27C7 (ATCC 55,244), 
which has the complete genotype tonA ptr3phoAEl5 (argF-lac)169 degP ompTkwf; E coli W31 10 strata 
37D6, which has the complete genotype tonAptrS phoA E15 (argF-lac)169 degP om p7 rbs7 ilvGkarf ; E. 
coli W31 10 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion mutation; and an 
E. coli strain having mutant periplasmic protease disclosed in U.S. Patent No. 4,946,783 issued 7 August 1990. 
Alternatively, in vitro methods of cloning, e.*., PCR or other nucleic acid polymerase reactions, are suitable. 

In addition to prokaryotes, eukaryotic microbes such as filamentous fungi or yeast are suitable cloning 
or expression hosts for PRO polypeptide-encoding vectors. Saccharomyces cerevisiae is a commonly used lower 
eukaryotic host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse. Nature. 290: 
140 [1981]; EP 139.383 published 2 May 1985); Ktuyveromyces hosts (U.S. Patent No. 4,943,529; Fleer etal.. 
Biotechnology, * 968 975 (1990) such as. e.g. , K. lads (MW98-8C. CBS683, CBS4574; Louvencourt et 
al., J. Bacteriol. . 737 [1983]), K. fragilis (ATCC 12,424). K. bulgaricus (ATCC 16,045), K. mckeramii /ATCC 
24,178), K. waltii (ATCC 56,500), K. drosophilarum (ATCC 36,906; Van deri Berg et al. . Biotechnology. 
8: 135 (1990)), K . thermotolerans, and AT. marxianus; yarrowia{EP 402,226); Pichia pastoris (EP 183.070; 
Sreekrishna et al., J. Basic Microbiol, 28: 265-278 [1988]); Candida; Trichoderma reesia (EP 244.234); 
Neurospora crassa (Case etal, Proc. Natl. Acad. Sci USA 76: 5259-5263 [1979]); Schwamiomyces such as 
Schwanniomyces occidental (EP 394.538 published 31 October 1990); and filamentous fungi such as, e.g.. 
Neurospora, Penicilliwn, ro/wwcteff^ (WO 91/00357 published 10 January 1991).and ^eri//toho^tssuch 
as A. mdulans (Ballance et al. , Biochem. Bionhvs. Res. Cnmm.m 284-28? [1983]; Tilbum et al. , Gene . 

26: 205-22H1983]; Yelton etal., Proc. Natl. Acad. Sci USA 81: 1470-1474 [1984]) and A. niger (Kelly and 
Hynes, EMBOL, 4: 475-479 [1985]). Methylotropic yeasts are suitable herein and include, but are not limited 
to. yeast capable of growth on methanol selected from the genera consisting of Hansenula, Candida. Kloeckera, 
Pichia. Saccharomyces, Torulosis, and Rhodotorula. A list of specific species that are exemplary of this class 
of yeasts may be found in C. Anthony. The Biochemistry of MP,h Y w mr ,t,o ^ f , ^ 

Suitable host cells for the expression of glycosylated PRO polypeptides are derived from multicellular 
organisms. Examples of invertebrate cells include insect cells such as Drosophila S2 and Spodoptera Sf9, as well 
as plant cells. Examples of useful mammalian host cell lines include Chinese hamster ovary (CHO) and COS 
cells. More specific examples include monkey kidney CV1 line transformed by SV40 (COS-7, ATCC CRL 
1651); human embryonic kidney line (293 or 293 cells snbcloned for growth in suspension culture. Graham et 
al, J. Gen Virol., 36:59 (1977)); Chinese hamster ovary cellsZ-DHFR (CHO. Urlaub and Chasm. Proc. Natl. 
Acad. Sci. USA , 77:4216 (1980)); mouse Sertoli cells (TM4, Mather. Biol. Reorod. 23:?.4^t f io«r. >>: t,.. ml1n 
lung cells (W138. ATCC CCL 75); human liver cells (Hep G2. HB 8065); and mouse mammary tumor (MMT 
060562, ATCC CCL5I). The selection of the appropriate host cell is deemed to be within the skill in the art. 
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C. Selection and Use of a Reolicable Vector 

The nucleic acid (e.g. , cDN A or genomic DN A) encoding a desired PRO polypeptide may be inserted 
into a replicable vector for cloning (amplification of the DNA) or for egression. Various vectors are publicly 
available. The vector may, for example, be in the form of a plasmid, cosmid, viral particle, or phage. The 
appropriate nucleic acid sequence may be inserted into the vector by a variety of procedures. In general, DNA 
is inserted into an appropriate restriction endonuclease site(s) using techniques known in the art. Vector 
components generally include, but are not limited to, one or more of a signal sequence, an origin of replication, 
one or more marker genes, an enhancer element, a promoter, and a transcription termination sequence. 
Construction of suitable vectors containing one or more of these components employs standard ligation 
techniques which are known to the skilled artisan. 

Tne PRO polypeptide of interest may be produced recombinantiy not only direcdy, but also as a fusion 
polypeptide with a heterologous polypeptide, which may be a signal sequence or other polypeptide having a 
specific cleavage site at the N-terminus of the mature protein or polypeptide. In general, the signal sequence 
may be a component of the vector, or it may be a part of the PRO polypeptide DNA that is inserted into the 
vector. The signal sequence may be a prokaryotic signal sequence selected, for example, from the group of The 
alkaline phosphatase, penicillinase, Ipp, or heat-stable enterotoxin II leaders. For yeast secretion the signal 
sequence may be, e.g., the yeast invertase leader, alpha factor leader (including Saccharomyces and 
Kluyveromyces a-factor leaders, the latter described in U.S. Patent No. 5,010, 18?), or acid phosphatase leader, 
the C albicans glucoamylase leader (EP 362,179 published 4 April 1990), or the signal described in WO 
90/13646 published 15 November 1990. In mammalian cell expression, mammalian signal sequences may be 
used to direct secretion of the protein, such as signal sequences from secreted polypeptides of the same or related 
species, as well as viral secretory leaders. 

Both expression and cloning vectors contain a nucleic acid sequence that enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmid pBR322 is suitable for most Gram-negative bacteria, the 2jt plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
cloning vectors in mammalian cells. 

Expression and cloning vectors will typically (xintam a selection gene, also temed a selecbble marker. 
Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g. , ampicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g. , the gene encoding D-alanine racemase for Bacilli . 

An example of suitable selectable markers for mammalian cells are those that enable the identification 
of cells competent to take up the PRO polypeptide nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaubetal., Proc. Nad. Acad. Sri. USA. 77:421 fin Q8fn A suitable 
selection gene for use in yeast is the trp\ gene present in the yeast plasmid YRp7 [Stinchcomb et al., Nature . 
2^:39 (1979); Kingsman et al., Gene, 7:141 (1979); Tschemper et al., Gene, 10:157 (1980)]. The trpl gene 
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provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-1 [Jones, Genetics. 85: 12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRO polypeptide 
nucleic acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells are 
well known. Promoters suitable for use with prokaryotic hosts include the p-lactamase and lactose promoter 
systems [Chang et al., Nature, 275:615 (1978); Goeddel et al., Nature . 281:544 (1979)], alkaline phosphatase, 
a tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res 8:4057 (1980); EP 36,776], and hybrid 
promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA. 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Daigarno (S.D.) sequence operably linked to the DNA 
encoding the desired PRO polypeptide. 

Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 
phosphoglycerate kinase [Hitzeman et al., J. Biol.Chem.. 255:2073 (1980)] or other glycolytic enzymes [Hess 

* aL » J ; Adv - Enzyme Reg., 7:149 (1968); Holland, Biochemistry. 17:4900 (1978)], such as enolase, 
gIyceraldehyde-3-r^ 

6-^phosphate isomerase, 3-phosphoglycerate mutase, pyruvate kinase, triosephosphateisomerase, phosphoglucose 
isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
controlled by growth conditions/are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothionein,glyceraldehyde-3-phos- 
phate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 
promoters for use in yeast expression are further described in EP 73,657. 

PRO polypeptide transcription from vectors in mammalian host cells is controlled, for example, by 
promoters obtained from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,21 1,504 published 
5 July 1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, 
a retrovirus, hepautis-B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.*." f the. 
actin promoter or an immunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

Transcription of a DNA encoding the desired PRO polypeptide by higher eukaryotes may be increased 
by inserting an enhancer sequence into the vector. Enhancers are cis-acting elements of DNA, usually about 
from 10 to 300 bp, that act on a promoter to increase its transcription.' Many enhancer sequences are now known 
from mammalian genes (globin, elastase, albumin, a-fetoproiein, and insulin). Typically, however, one will use 
an enhancer from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replication 
origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side of the 
replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5- or 
3* to the PRO polypeptide coding sequence, but is preferably located at a site 5* from the promoter. 

Expression vectors used in eukaryotic host cells (yeast , fungi, insect, plant, animal, human, or nucleated 
cells from other multicellular organisms) will also contain sequences necessary for the termination of 
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transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5' and, 
occasionally 3;. untranslated regions of eukaryotic or viral DNAs or cDNAs. These regions contain nucleotide 
segments transcribed as poh/adenylated fragments in the untranslated portion of the mRNA encoding PRO 
polypeptides. , 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO polypeptides 
in recombinant vertebrate cell culture are described in Gething et al.. Nature . 293:620-625 (1981); Mantei et 
al., Nature, 381:40-46 (1979); EP 1 17,060; and EP 1 17,058. 

D - Detecting Gene Amplification/Expression 
Gene amplification and/or expression may be. measured in a sample directly, for example, by 
conventional Southern blotting, Northern blotting to quantitate the transcription of mRNA IThomas, Proc. Natl. 
Acad. Sci. USA , 77:5201-5205 (1980)]. dot blotting (DNA analysis), or in situ hybridization, using an 
appropriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RN A hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
to the duplex can be detected. 

Gene expression, alternatively, may be measured by immunological methods, such as 
immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantifate 
directly the expression of gene product. Antibodies useful for immunohistochemical staining and/or assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based on 
the DNA sequences provided herein or against exogenous sequence fused to a PRO polypeptide DNA and 
encoding a specific antibody epitope. 

E. Purification of Polyp eptide 

Forms of PRO polypeptides may be recovered from culture medium or from host cell iysates. If 
membrane-bound, it can be released from the membrane using a suitable detergent solution {e.g. Triton-X 100) 
or by enzymatic cleavage. Cells employed m expression of PRO polypeptides can be disrupted by various 
physical or chemical means, such as freeze-thaw cycling, sonfeation, mechanical disruption, or cell lysing agents. 

It may be desired to purify PRO polypeptides from recombinant cell proteins or polypeptides. The 
following procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange 
column; ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such 
asDEAE; clm,matofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example, 
Sephadex G-75; protein A Sepharose columns to remove contaimnanis such as IgG; and metal chelating columns 
tobmdepitop^tagged forms of the PRO polypeptide. Various methods of protein purification may be employed 
and such methods are known in the art and described for example in Deutscher, Methods in Enzym^ , 282 
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(1990); Scopes, Protein Purification: Principles and Practice , Springer- Verlag, New York (1982). The 
purification step(s) selected will depend, for example, on the nature of the production process used and the 
particular PRO polypeptide produced. 

91. Uses for PRO Polypeptides 
Nucleotide sequences (or their complement) encoding the PRO polypeptides of the present invention 
have various applications in the an of molecular biology, including uses as hybridization probes, in chromosome 
and gene mapping and in the generation of anti-sense RNA and DNA. PRO polypeptide-encoding nucleic acid 
will also be useful for the preparation of PRO polypeptides by the recombinant techniques described herein. 

The full-length native sequence PRO polypeptide-encoding nucleic acid or portions thereof, may be used 
as hybridization probes for a cDNA library to isolate the full-length PRO polypeptide gene or to isolate still other 
genes (for instance, those encoding natin^ly-<KOTrrmg variants of the PRO polypeptide or PRO polypeptides 
from other species) which have a desired sequence identity to the PRO polypeptide nucleic acid sequences. 
Optionally, the length of the probes will be about 20 to about 50 bases. The hybridization probes may be derived 
from the nucleotide sequence of any of the DNA molecules disclosed herein or from genomic sequences 
including promoters, enhancer elements and introns of native sequence PRO polypeptide encoding DNA. By 
way of example, a screening method wiU comprise isolating the coding region of the PRO polypeptide gene using 
the known DNA sequence to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled 
by a variety of labels, including radionuclides such as, *P or ^S. or enzymatic labels such as alkaline 
phosphatase coupled to the probe via avidiri/biotin coupling systems. Labeled probes having a sequence 
20 complementary to that of the specific PRO polypeptide gene of the present invention can be used to screen 
libraries of human cDNA, genomic DNA or mRNA to detennine which members of such libraries the probe 
hybridizes to. Hybridization techniques are described in further detail iii the Examples below. 

The ESTs disclosed in the present application may similarly be employed as probes, using the methods 
disclosed herein. 

The probes may also be employed in PCR techniques to generate a pool of sequences for identification 
of closely related PRO polypeptide sequences. 

* \ ■ 

Nucleotide sequences encoding a PRO polypeptide can also be used to construct hybridization probes 
for mapping the gene which encodes that PRO polypeptide and for the genetic analysis of individuals with genetic 
disorders. The nucleotide sequences provided herein may be mapped to a chromosome and specific regions of 
a chromosome using known techniques, such as in situ hybridization, linkage analysis against known 
chromosomal markers, and hybridization screening with libraries. 

When the coding sequence for the PRO polypeptide encodes a protein which binds to another protein, 
the PRO polypeptide can be used in assays to identify its ligands. Similarly, inhibitors of the'receptor/ligand 
binding interaction can be identified. Proteins involved in such binding interactions can also be used to screen 
for peptide or small molecule inhibitors or agonists of the binding interaction. Screening assays can be designed 
to find lead compounds that mimic the biological activity of a native PRO polypeptide or a ligand for the PRO 
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polypeptide. Such screening assays will include assays amenable to high-throughput screening of chemical 
libraries, making them particularly suitable for identifying small molecule drug candidates. Small molecules 
contemplated include synthetic organic or inorganic compounds. The assays can be performed in a variety of 
formats, including protein-protein binding assays, biochemical screening assays, immunoassays and cell based 
assays, which are well characterized in the an. 
5 Nucleic acids which encode a PRO polypeptide or its modified forms can also be used to generate either 

transgenic animals or "knock out" animals which, in turn, are useful in the development and screening of 
therapeutically useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells that contain 
a transgene, which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g., an 
embryonic stage. A transgene is a DNA which is integrated into the genome of a ceil from which a transgenic 
10 animal develops. In one embodiment, cDNA encoding a PRO polypeptide of interest can be used to clone 
genomic DNA encoding the PRO polypeptide in accordance with established techniques and the genomic 
sequences used to generate transgenic animals that contain cells which express DNA encoding the PRO 
polypeptide. Methods for generating transgenic animals, particularly animals such as mice or rats, have become 
conventional in the art and are described, for example, in U.S. Patent Nos. 4,736,866 and 4,870,009. 

15 Typically , particular cells would be targeted for PRO polypeptide transgene incorporation with tissue-specific 
enhancers. Transgenic animals that include a copy of a transgene encoding a PRO polypeptide introduced into 
the germ line of the animal at an embryonic stage can be used to examine the effect of increased expression of 
DNA encoding the PRO polypeptide. Such animals can be used as tester animals for reagents thought to confer 
protection from, for example, pathological conditions associated with its overexpression. In accordance with 

20 this facet of the invention, an animal is treated with the reagent and a reduced incidence of the pathological 
condition, compared to untreated animals bearing the transgene, would indicate a potential therapeutic 
intervention for the pathological condition . 

Alternatively, non-human homologues of PRO polypeptides can be used to construct a PRO polypeptide 
"knock out* animal which has a defective or. altered gene encoding the PRO polypeptide of interest as a result 

25 of homologous recombination between the endogenous gene encoding the PRO polypeptide and altered genomic 
DNA encoding the PRO polypeptide introduced into an embryonic cell of the animal. For example, cDNA 
encoding a PRO polypeptide can be used to clone genomic DNA encoding the PRO polypeptide in accordance 
with established techniques. A portion of the genomic DNA encoding a PRO polypeptide can be deleted or 
replaced with another gene, such as a gene eiicoding a selectable marker which can be used to monitor 

30 integration. Typically, several kilobases of unaltered flanking DNA (both at the 5' and 3* ends) are included 
in the vector [see e.g., Thomas and Capecchi, Cell, 51:503 (1987) for a description of homologous 
recombination vectors] , The vector is introduced into an embryonic stem cell line (e.g. , by electroporation) and 
cells in which the introduced DNA has homologously recombined with the endogenous DNA are selected [see 
e.g., Li et ah, Cell, 69:915 (1992)]. The selected cells are then injected into a blastocyst of an animal (e.g., 

35 a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Teratocarcinomas and Embryonic Stem 
Cells: A Practical Approach, E. J. Robertson, ed. (IRL, Oxford, 1987), pp. 113-152]. A chimeric embryo can 
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then be implanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring the homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal contain the 
homologously recombined DNA. Knockout animals can be characterized for instance, for their ability to defend 
against certain pathological conditions and for their development of pathological conditions due to absence of 
the PRO polypeptide. 

When in vivo administration of a PRO polypeptide is employed, normal dosage amounts may vary from 
about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day, preferably about 1 jig/kg/day to 
10 mg/kg/day, depending upon the route of administration. Guidance as to particular dosages and methods of 
delivery is provided in the literature; see,rfor example, U.S. Pat. Nos. 4,657,760; 5,206,344; or 5,225,212. 
It is anticipated that different formulations will be effective for different treatment compounds and different 
disorders, that administration targeting one organ or tissue, for example, may necessitate delivery in a manner 
different from that to another organ or tissue. 

Where sustained-release adniinistration of a PRO polypeptide is desired in a formulation with release 
characteristics suitable for the treatment of any disease or disorder requiring adrninistration of the PRO 
polypeptide, microencapsulation of the PRO polypeptide is contemplated. Microencapsulation of recombinant 
proteins for sustained release has been successfully performed with human growth hormone (rhGH), interferon^ 
(rhIFN- ), interleukin-2, and MN rgpl20. Johnson et al y Nat. Med.. 2: 795-799 (1996); Yasuda. Biomed 
Iher„27: 1221-1223(1993); Hora et a/., Bio/Technology, 8:755-758(1990); Cleland, 'Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems/ in Vaccine Design: 
The Subunit and Adjuvant Approach, Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96/07399; and U.S Pat. No. 5,654,010. 

The sustained-release formulations of these proteins were .developed using poly-lactic-coglycolic acid 
(PLGA) polymer due to its biocompatibility and wide range of biodegradable properties. The degradation 
products of PLGA, lactic and glycolic acids, can be cleared quickly within the human body. Moreover, the 
degradability of this polymer can he adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlled release of bioactive agents from lactide/glycolide polymer, " in: M . Chasin and 
R. Langer (Eds.), Biodegradable Polymers as Drug Delivery Systems {M a «^l Defcker: New York, 1990), pp. 
1-41. 

For example, for a formulation that can provide a dosing of approximately 80 g/kg/day in mammals 
with a maximum body weight of 85 kg, the largest dosing would be approximately 6.8 mg of the PRO 
polypeptide per day. In order to achieve this dosing level, a sustained- release formulation which contains a 
maximum possible protein loading (15.20 % w/w PRO polypeptide) with the lowest possible initial burst « 20 %) 
is necessary. A continuous (zero-order) release of the PRO polypeptide from microparticles for 1-2 weeks is 
also desirable. In addition, the encapsulated protein to be released should maintain its integrity and stability over 
the desired release period. 

PR0213 polypeptides and portions thereof which possess the ability to regulate the growth induction 
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cascade and/or the blood coagulation cascade may also be employed for such purposes both in vivo therapy and 
in vitro. Those of ordinary skill in the art will well know how to employ PR0213 polypeptides for such uses. 

PR0274 polypeptides and portions thereof which have homology to 7TM protein and Fn54 may also 
be useful for in vivo therapeutic purposes* as well as for various other applications. The identification of novel 
7TM protein and Fn54-like molecules may have relevance to a number of human disorders which involve 

5 recognition of ligands and the subsequent signal transduction of information contained within those ligands in 
order to control cellular processes. Thus, the identification of new 7TM protein and Fn54-like molecules is of 
special importance in that such proteins may serve as potential therapeutics for a variety of different human 
disorders- Such polypeptides may also play important roles in biotechnological and medical research as well as 
in various industrial applications. As a result, there is particular scientific and medical interest in new molecules, 

10 such as PR0274. 

PRO300 polypeptides and portions thereof which nave homology to Diff 33 may also be useful for in 
vivo therapeutic purposes, as well as for various other applications. The identification of novel Diff 33-1 ike 
molecules may have relevance to a number of human disorders such as the physiology of cancer. Thus, the 
identification of new Diff 33-like molecules is of special importance in that such proteins may serve as potential 

15 therapeutics for a variety of different human disorders. Such polypeptides may also play important roles in 
biotechnological and medical research as well as various industrial applications. As a result, there is particular 
scientific and medical interest in new molecules, such as PRO300. 

PR0296 polypeptides of the present invention which possess biological activity related to that of the 
sarcoma-amplified SAS protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 

20 ordinary skill in the art will well know how to employ the PR0296 polypeptides of the present invention for such 
purposes. 

PR0329 polypeptides of the present invention which possess biological activity related to that of * 
immunoglobulin F c receptor protein or subunit thereof may be employed both tit vivo for therapeutic purposes 
and in vitro. Those of ordinary skill in the art will well know how to employ the PR0329 polypeptides of the 
25 present invention for such purposes. 

PR0362 polypeptides of the present invention which possess biological activity related to that of the A33 
antigen protein, HCAR protein or the NrCAM related cell adhesion molecule may be employed both in vivo for 
therapeutic purposes and in vitro. 

PR0363 polypeptides of the present invention which possess biological activity related to that of the ceD 
30 surface HCAR protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the art will well know how to employ the PR0363 polypeptides of the present invention for such 
purposes. Specifically, extracellular domains derived from the PR0363 polypeptides may be employed 
therapeutically in vivo for lessening the effects of viral infection. 

PRO868 polypeptides of the present invention which possess biological activity related to that of the 
35 tumor necrosis factor protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PR0868 polypeptides of the present invention for such 
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PR0382 polypeptides of the present invention which possess biological activity related to that of the 
serine protease proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the an will well know how to employ the PR0382 polypeptides of the present invention for such 
purposes. 

5 PROMS polypeptides and portions thereof which have homology to meltrin may also be useful for in 

vivo therapeutic purposes, as well as for various other applications. The identification of novel molecules 
associated with cellular adhesion may be relevant to a number of human disorders. Given that the meltrin 
proteins may play an important role in a number of disease processes, the identification of new meltrin proteins 
and meltrin-like molecules is of special importance in that such proteins may serve as potential therapeutics for 

10 a variety of different human disorders. Such polypeptides may also play important roles in biotechnological and 
medical research, as well as various industrial applications. As a result, there is particular scientific and medical 
interest in new molecules, such as PR0545. 

PR0617 polypeptides of the present invention which possess biological activity related to that of the 
CD24 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 

15 the. art will well know how to employ, the PR06I7 polypeptides of the present invention for such purposes. 

PRO700 polypeptides and portions thereof which have homology to protein disulfide isomerase may 
also be useful for in vivo therapeutic purposes, as well as for various other applications. The identification of 
novel protein disulfide isomerases and related molecules may be relevant to a number of human disorders. Given 
that formation of disulfide bonds and protein folding play important roles in a number of biological processes, 

20 the identification of new protein disulfide isomerases and protein disulfide isomerase-like molecules is of special 
importance in that such proteins may serve as potential therapeutics for a variety of different human disorders. 
Such polypeptides may also play important roles in biotechnological and medical research, as well as various 
industrial applications. As a result, there is particular scientific and medical interest in new molecules, such as 
PRO700. 

25 PRO702 polypeptides of the present invention which possess biological activity related to that of the 

conghitinin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the an will well know how to employ the PRO702 polypeptides of the present invention for such purposes. 
PRO702 polypeptides having conglutinin activity wouldbe expected to be capable of mhibiting haemagglutinin 
activity by influenza viruses and/or function as immunoglobulin-independent defense molecules as a result of 

30 a complement-mediated mechanism. 

PRO703 polypeptides of the present invention which possess biological activity related to that of the 
VLCAS protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
me art wiU weU know 

PRO703 polypeptides and portions thereof which have homology to VLCAS may also be useful for in 
35 vivo therapeutic purposes, as well as for various other appUcations. The identification of novel VLCAS proteins 
and related molecules may be relevant to a number of human disorders. Thus, the identification of new VLCAS 
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proteins and VLCAS protein-like molecules is of special importance in that such proteins may serve as potential 
therapeutics for a variety of different human disorders. Such polypeptides may also play important roles in 
biotechnological and medical research as well as various industrial applications. As a result, there is particular 
scientific and medical interest in new molecules, such as PRO703. 

PRO705 polypeptides of the present invention which possess biological activity related to that of the K- 
5 gtypican protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO705 polypeptides of the present invention for such purposes. 

PRO708 polypeptides of the present invention which possess biological activfiy related to that of the aryl 
sulfatase proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO708 polypeptides of the present invention for such purposes. 
10 PRO320 polypeptides of the present invention which possess biological activity related to that of the 

fibulin protein may be employed both in vivo for therapeutic purposes and in yitro. Those of ordinary skill in 
the art will well know how to employ the PRO320 polypeptides of the present invention for such purposes. 

PRO320 polypeptides and portions thereof which have homology to fibulin may also be useful for in 
vivo therapeutic purposes, as well as for various other applications. The identification of novel fibulin proteins 
15 and related molecules may be relevant to a number of human disorders such as cancer or those involving 
connective tissue, attachment molecules and related mechanisms. Thus, the identification of new fibulin proteins 
and fibulin protein-like molecules is of special importance in that such proteins may serve as potential 
therapeutics for a variety of different human disorders. Such polypeptides may also play important roles in 
biotechnological and medical research as well as various industrial applications. As a result, there is particular 
!0 scientific and medical interest in new molecules, such as PRO320. 

PR0324 polypeptides of the present invention which possess biological activity related to that of 
oridoreductases may be employed both in vivo for therapeutic purposes and invitro. Those of ordinary skill in 
the art will well know how to employ the PR0324 polypeptides of the present invention for such purposes. 

PR0351 polypeptides of the present invention which possess biological activity related to that of the 
5 prostasin protein may be employed both in Ww; for therapeutic purposes and in mro. Those of ordinary skill 
in the an will well know how to entploy the PR0351 polypeptides of the present invention for such purposes. 

PR0351 polypeptides and portions thereof which have liomology to imwtasm may also be useful for 
in vivo therapeutic purposes, as well as for various other applications. The identification of novelprostasin 
proteins and related molecules may be relevant to a number of human disorders. Thus, the identification of new 
0 prostasin proteins and prostasin -like molecules is of special importance in that such proteins may serve as 
potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnological and medical research as well as various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as PR0351 . 

PR0352 r«lypeptid«ofmepfesemmventionwhicnposs^ related tomatof the 

butyrophilin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0352 Dolypeptides of the present invention for such purposes. 

177 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

PR0381 polypeptides of the present invention which possess biological activity related to that of one 
or more of the FKPB immunophilin proteins may be employed both in vivo for therapeutic purposes and in vitro. 
for example for enhancing immunosuppressant activity and/or for axonal regeneration. Those of ordinary skill 
in the art will well know how to employ the PR0381 polypeptides of the present invention for such purposes. 
PR0386 polypeptides of the present invention which possess biological activity related to that of the 
5 beta-2 subunit of a sodium channel expressed in mammalian cells may be employed both in vivo for therapeutic 
purposes and in vitro. Those of ordinary skill in the an will well know how to employ the PR0386 polypeptides 
of the present invention for such purposes. 

PRO540 polypeptides of the present invention which possess biological activity related to that of the 
LCAT protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
10 the art will well know how to employ the PRO540 polypeptides of the present invention for such purposes. 

PR0615 polypeptides of the present invention which possess biological activity related to that of the 
synaptogyrin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR06 15 polypeptides of the present invention for such purposes. 
PR0615 polypeptides and portions thereof which have homology to synaptogyrin may also be useful 
15 for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
synaptogyrin proteins and related molecules may be relevant to a number of human disorders. Thus, the 
identification of new synaptogyrin proteins and synaptogyrin-like molecules is of special importance in that such 
proteins may serve as potential therapeutics for a variety of different' human disorders. Such polypeptides may 
also play important roles in biotechnological and medical research as well as various industrial, applications! As 
20 a result, there is particular scientific and medical interest in new molecules, such as PR06I5. 

PR0618 polypeptides of the present invention which possess biological activity related to thai of an 
enteropeptidase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0618 polypeptides of the present invention for such purposes. 

PR06 1 8 polypeptides and portions thereof which have homology to enteropeptidase may also be useful 
for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
enteropeptidase proteins and related molecules may be relevant to a number of human disorders. Thus, the 
identification of new enteropeptidase proteins and emeropeptidase-iike molecules is of special importance in that 
such proteins may serve as potential therapeutics for a variety of different human disorders. Such polypeptides 
may also play important roles in biotechnological and medical research as well as various industrial applications. 
30 As a result, there is particular scientific and medical interest in new molecules, such as PR0618. 

PR07 19 polypeptides of the present invention which possess biological activity related to that of the 
lipoprotein lipase H protein may be employed both in vivo for therapeutic purposes and, in vitro. Those of 
ordinary skill in the an will well know how to employ the PR0719 polypeptides of the present invention for such 
purposes. 

PR0724 polypeptides of the present invention which possess biological activity related to that of the 
human LDL receptor protein may be employed both in vivo for therapeutic purposes and in vitro: Those of 
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ordinary skill in the art will well know how to employ the PROT24 polypeptides of the present invention for such 
purposes. , 

PR0772 polypeptides of the present invention which possess biological activity related to that of the 
human A4 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the an will well know how to employ the PR0772 polypeptides of the present invention for such purposes. 
5 PROS52 polypeptides of the present invention which possess biological activity related to that of certain 

protease protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0852 polypeptides of the present invention for such purposes. 

PR0853 polypeptides of the present invention which possess biological activity related to that of the 
reductase protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
10 in the an will well know how to employ the PR0853 polypeptides of the present invention for such purposes. 

PR0853 polypeptides and portions thereof which have homology to reductase proteins may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. Given that oxygen free radicals 
and antioxidants appear to play important roles in a number of disease processes, the identification of new 
reductase proteins and reductase-like molecules is of special imponance in that such proteins may serve as 
15 potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnological and medical research as well as various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as PR0853. 

PRO860 polypeptides of the present invention which possess biological activity related to that of the 
neurofascin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
20 in the an will well know how to employ the PRO860 polypeptides of the present invention for such purposes. 

PRO860 polypeptides and portions thereof which have homology to neurofascin may also be useful for 
in vivo therapeutic purposes, as well as for various other applications. The identification of novel neurofascin 
proteins and related molecules may be relevant to a number of human disorders which involve cellular adhesion. 
Thus, the identification of new neurofascin proteins and neurofascin protein-like molecules is of special 
25 importance in that such proteins may serve as potential therapeutics for a variety of different human disorders. 
Such polypeptides may also play important roles in biotechnological and medical research as well as various 
industrial applications. As a result, there is particular scientific and medical interest in new molecules, such as 
PRO860. 

PR0846 polypeptides of the present invention which possess biological activity related to that of the 
30 CMRF35 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill * 
in the an will well know how to employ the PR0846 polypeptides of the present invention for such purposes. 

PR0846 polypeptides and portions thereof which have homology to the CMRF35 protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
CMRF35 protein and related molecules may be relevant to a number of human disorders, thus, the 
35 identification of new CMRF35 protein and CMRF35 protein-like molecules is of special importance in that such 
proteins may serve as potential therapeutics for a variety of different human disorders. Such polypeptides may 
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also play important roles in biotechnological and medical research as well as various industrial applications. As 
a result, there is particular scientific and medical interest in new molecules, such as PR0846. 

PR0862 polypeptides of the present invention which possess biological activity related to that of the 
lysozyme protein may be employed both in. vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0862 polypeptides of the present invention for such purposes. 

PR0862 polypeptides and portions thereof which have homology to the lysozyme protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
lysozyme proteins and related molecules may be relevant to a number of human disorders. Thus, the 
identification of new lysozymes and lysozyme-like molecules is of special importance in that such proteins may 
serve as potential therapeutics for a variety of different human disorders. Such polypeptides may also play 
important roles in biotechnological and medical research as well as various industrial applications. As a result, 
there is particular scientific and medical interest in new molecules, such as PR0862. - 

PR0864 polypeptides of the present invention which possess biological activity related to that of the 
Wnt-4 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0864 polypeptides of the present invention for such purposes. 

PR0864 polypeptides and portions thereof which have homology to the Wnt-4 protein may also be 
useful for in vivo therapeutic purposes, as well as for various other applications. The identification of novel 
Wnt-4 proteins and related molecules may be relevant to a number of human disorders. Thus, the identification 
of new Wnt-4 protein and Wnt-4 protein-like molecules is of special importance in that such proteins may serve 
as potential therapeutics for a variety of different human disorders. Such polypeptides may also play important 
roles in biotechnological and medical research as well as various industrial applications. As a result, there is 
particular scientific and medical interest in new molecules, such as. PR0864. 

PR0792 polypeptides of the present invention which possess biological activity related to that of the 
CD23 protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0792 polypeptides of the present invention for such purposes 

PR0866 polypeptides of the present invention which possess biological activity related to that of rnindin 
aml/orspoiKlmprotemmayteeiimloyed rjoui in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the art will well know how to employ the PRO866 polypeptides of the present invention for such 
purposes. 

PR087 1 polypeptides of the present invention which possess biological activity related to that of the 
cyctop^toprotefofamUyr^^ jy^^g^y 

skill in the an will well know how to employ the PR0871 polypeptides of the present invention for such 
purposes. 

PR0873 polypeptides of the present invention which possess biological activity related to that of 
carboxylases may be employed both in vivo for- therapeutic purposes and in vitro. For example, they be 
used in conjunction with prodrugs to convert the prodrug to its active form (see Danks et al., supra): They may 
be used to inhibit parasite infection (see van Pelt et al., supra).' Methods for employ the PR0873 polypeptides 
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of me pre^nt invent^ ^ purposes wi „ ^ ^ ^ ^ ^ ^ QT(Sin3iy skm itt <hc 

art. 

PRO940 polypeptides of the present invention which possess biological activity related to that of the 
CD33 protein and/or OB binding protein-2 may be employed both in vivo for therapeutic purposes and in vitro. 
Those of ordinary skill in the art will well know how to employ the PRO940 polypeptides of the present 
inveBtion for such purposes. 

PR0941 polypeptides of the present invention which possess biological activity related to that of a 
cadherin protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the an will well know how to employ the PR0941 polypeptides of the present invention for such purposes. 

PR0944 polypeptides of the present invention which possess biological activity related to that of the 
CPE-R protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the an will well know how to employ the PRG944 polypeptides of the present invention for such purposes. 
PR0944 polypeptides of toep^^ 

may find use for effectively treating infection by the CPE endotoxin. > 

PR0983 polypeptides of the present invention which possess biological activity related to that of the 
vesicle-associated membrane protein, VAP-33, may be employed bom in vivo for therapeutic purposes and in 
vitro. Those of ordinary skill in the art will well know howto employ the PR0983 polypeptides of the present 
invention for such purposes. 

PRO1057 polypeptides of the present invention which possess biological activity related to that of 
protease proteins may be employed bom /„ vivo for therapeutic purposes and in vino. Those of ordinary skill 
in the art will well know how to employ the PRO1057 polypeptides of the present invention for such purposes. 

PRO107I polypeptides of the present invention which possess biological activity related to that of the. 
thrombosporKlin protein may be employed both /„ vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the an will well know how to employ the PRO1071 polypeptides of the present invention for such 
purposes. 

PRO1072 polypeptides of the present invention which possess biological activity related to that of 
reductase proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PRO1072 polypeptides of the presem invention for such purposes. 

PRO1075 polypeptides of the present invention which possess biological activity related to that of 
protein disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro: Those of 
ordinary skill in the art will well know how to employ the PRO1075 polypeptides of the present invention for 
such purposes. 

PR0181 polypeptides of the present invention which possess biological activity related to that of the 
cornichon protein may be employed bom in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
mthean «ow to employ the PRQ181 polypeptides of the preset invention for such purposes. 

PR0827 polypeptides of the present invention which possess biological activity related toilhat of various 
integrin proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
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in the an will well know how to employ the PR0827 polypeptides of the present invention for such purposes. 

PROl 1 14 polypeptides of the present invention which possess biological activity related to that of the 
cytokine receptor family of proteins may be employed both in vivo for therapeutic purposes and in vitro. Those 
of ordinary skill in the art will well know how to employ the PROl 1 14 polypeptides of the present invention for 
such purposes. 

in addition to the above, the PROl 114 interferon receptor polypeptides may be employed in 
applications, both in vivo and in vitro, where the ability to bind to an interferon ligand is desired. Such 
applications will be well within the skill level in the art. 

PR0237 polypeptides of the present invention which possess biological activity related to that of the 
carbonic anbydrase protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art wtf I well know how to employ the PR0237 polypeptides of the present invention for such 
purposes. 

PROS41 polypeptides of the present invention which possess biological activity related to that of a 
trypsin inhibitor protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the an will well know how to employ the PR0541 polypeptides of the present invention for such 
15 purposes. 

PR0273 polypeptides can be used in assays that other chemokines would be used in to perform 
comparative assays. The results can be used accordingly. 

PRO701 polypeptides of the present invention which possess biological activity related to that of the 
neuroligin family may be employed both in vivo for therapeutic purposes and in vitro, Those of ordinary skill 
in the art will well know how to employ the PRO701 polypeptides of the present invention for such purposes. 

PRO701 can be used in assays with neurons and its activity thereon can be compared with that of 
neuroligins 1, 2 and 3. The results can be applied accordingly. 

PRO704 polypeptides of the present invention which possess biological activity related to that of 
vesicular integral membrane proteins may be employed both in vivo for therapeutic purposes and in vitro. Those 
of ordinary skill in the art will well know how to employ the PRO704 polypeptides of the present invention for 
such purposes. 

PRO704 can be used in assays with the polypeptides to which they have identity with to deterniine the 
relative activities. The results can be applied accordingly. PRO704 can be tagged or measured for activity to 
measure endocytosis activity and thereby used to screen for agents which e^^ 

PRO706 polypeptides of the present invention which possess biological activity related to that of the 
endogenous prostatic acid phosphatase precursor may be employed both in vivo for therapeutic purposes and in 
vitro. Those of ordinary skill in the art will well know how to employ the PRO706 polypeptides of the present 
invention for such purposes. . ' 

PRO706 can be used in assays with human prostatic acid phosphatase or human lysosomal acid 
phosphatase and its activity thereon can be compared with that of human prostatic acid phosphatase or human 
lysosomal acid phosphatase. The results can be applied accordingly. 

182 



to 



5 



0 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

PRO707 polypeptides of the present invention which possess biological activity related to that of 
cadherins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art 
will well know how to employ the PRO707 polypeptides of the present invention for such purposes. 

PRO707 can be used in assays to determine its activity in relation to other cadherins, particularly 
cadherin F1B3. The results can be applied accordingly. 
5 PR0322 polypeptides of the present invention which possess biological activity related to that of 

neuropsin may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the 
art will well know how to employ the PR0322 polypeptides of the present invention for such purposes. 

PR0322 can be used in assays to determine its activity relative to neuropsin, trypsinogen, serine 
protease and neurosin, and the results applied accordingly. 
10 PR0526 polypeptides of the present invention which possess biological activity related to that of protein- 

protein binding proteins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary 
skill in the art will well know how to employ the PR0526 polypeptides of the present invention for such 
purposes. 

Assays can be performed with growth factors and other proteins which are known to form complexes 
15 to determine whether PR0526 binds thereto and whether there is increased half-life due to such binding. The 
results can be used accordingly. 

PR0531 polypeptides of the present invention which possess biological activity related to that of the 
protocadberins may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PROS31 polypeptides of the present invention for such purposes. 
20 PR0531 can be used in assays against protocadherin 3 and other protocadherins, to detennine their 

relative activities. The results can be applied accordingly . 

PR0534 polypeptides of the present invention which possess biological activity related to that of the 
protein disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PR0534 polypeptides of the present invention for such 
25 purposes. 

PR0534 can be used in assays with protein disulfide isomerase to determine the relative activities. The 
results can be applied accordingly. 

PR0697 polypeptides of the present invention which possess biological activity related to that of the 
sFRP family may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the 
30 art will well know how to employ the PRQ697 polypeptides of the present invention for such purposes. 

PR0697 can be used in assays with sFRPs and S ARPs to determine the relative activities. The results 
can be applied accordingly, 

PR073 1 poiypeptides of the present invention which possess biological activity related to that of any 
protocadherin may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
35 the art will well know how to employ the PR0731 polypeptides of the present invention for such purposes. 

PR073 1 can be used in assays with the polypeptides to which they have identity with to determine the 
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relative activities. The results can be applied accordingly. 

PR0768 polypeptides of the present invention which possess biological activity related to that of 
integrals may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the an 
will well know how to employ the PR0768 polypeptides of the present invention for such purposes. 

PR0768 can be used in assays with the polypeptides to which they have identity with to determine the 
5 relative activities. The results can be applied accordingly. 

PR0771 polypeptides of the present invention which possess biological activity related to that of the 
testican protein may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0771 polypeptides of the present invention for such purposes. 

PR077 1 can be used in assays with the polypeptides to which they have identity with to determine the 
10 relative activities. The results can be applied accordingly. 

PR0733 polypeptides of the present invention which possess biological activity related to that of the 
proteins which bind the T1/ST2 receptor may be employed both in vivo for therapeutic purposes and in vitro. 
Those of ordinary skill in the art will well know how to employ the PR0733 polypeptides of the present 
invention for such purposes. 

15 PR0733 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities. The results can be applied accordingly. 

PR0162 polypeptides of the present ihventibn which possess biological activity related to that of the 
pancreatitis-associated protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
ordinary skill in the art will well know how to employ the PRO!<>2 polypeptides of the present invention for such 

20 purposes. 

PRO 162 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PR0788 polypeptides of the present invention which possess biological activity related to that of the 
anti-neoplastic urinary protein may be employed both in vivo for therapeutic purposes and in vitro. Those of 
25 ordinary skill in the art will well know how to employ the PR0788 polypeptides of the present invention for such 
purposes. 

PR0788 can be used in assays with the, polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly . 

PRO 1008 polypeptides of the present invention which possess biological activity related to that of dkk- 1 
30 may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art will well 
know how to employ the PRO 1008 polypeptides of the present invention for such purposes. 

PRO 1008 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

^ PRO 1012 polypeptides of the present invention which possess biological activity related to that of the 
35 protein disulfide isomerase may be employed both in vivo and in vitro purposes. Those of ordinary skill in the 
art will well know how to employ the PRO 10 12 polypeptides of the present invention for such purposes. 
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PRO 10 12 can be used in assays with the polypeptides to which they have identity with to determine the 
relative activities. The results can be applied accordingly. 

PRO 1014 polypeptides of the present invention which possess biological activity related to that of 
reductase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art 
will Well know how to employ the PRO 10 14 polypeptides of the present invention for such purposes. 
5 PRO 1014 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities. Inhibitors of PRO 1014 are particularly preferred. The results can be applied accordingly. 

PRO 1017 polypeptides of the present invention which possess biological activity related to that of 
sulfotransferase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PRO 1017 polypeptides of the present invention for such purposes. 
10 PRO 1017 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities- The results can be applied accordingly. ^ 

PR0474 polypeptides of the present invention which possess biological activity related to that of 
dehydrogenase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PR0474 polypeptides of the present invention for such purposes. 
15 PR0474 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities. The results can be applied accordingly. 

PRO 1031 polypeptides of the present invention which possess biological activity related to that of 1L- 17 
may be employed both .in vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art will well 
know how to employ the PRO1031 polypeptides of the present invention for such purposes. 
20 PRO103 1 can be used in assays with the polypeptides to which they have identity with to determine the 

relative activities. The results can be applied accordingly. 

PR0938 polypeptides of the present invention which possess biological activity related to that of protein 
disulfide isomerase may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill 
in the art will well know how to employ the PR0938 polypeptides of the present invention for such purposes. 
25 PRO 1082 polypeptides of the present invention which possess biological activity related to that of the 

LDL receptor may be employed both in vivo for therapeutic purposes and in vitro. Those of ordinary skill in 
the art will well know how to employ the PRO 1082 polypeptides of the present invention for such purposes. 

PRO 1082 can be used in assays with the polypeptides to which they have identity wim to determine the 
relative activities. The results can be applied accordingly. PRO 1082 can also be used in assays to identify 
30 candidate agents which modulate the receptors. 

PRO 1083 polypeptides of the present invention which possess biological activity related to that of 7TM 
receptors may be employed both hi vivo for therapeutic purposes and in vitro. Those of ordinary skill in the art 
will well know how to employ the PRO1083 polypeptides of the present invention for such purposes. 

In particular PRO 1083 can be used in assays to determine candidate agents which control or modulate 
35 PRO 1083, i.e., have an effect on the receptor. 

The VEGF-E molecules herein have a number of therapeutic uses associated with survival , proliferation 
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and/or differention of cells. Such uses include the treatment of umbilical vein endothelial cells, in view of the 
demonstrated ability of VEGF-E to increase survival of human umbilical vein endothelial cells. Treatment may 
be needed if the vein were subjected to traumata, or situations wherein artificial means are employed to enhance 
the survival of the umbilical vein, for example, where it is weak, diseased, based on an artificial matrix, or in 
an artificial environment. Other physiological conditions that could be improved based on the selective mitogenic 
character of VEGF-E are also included herein. Uses also include the treatment of fibroblasts and myocytes, in 
view of the demonstrated ability of VEGF-E to induce proliferation of fibroblasts and hypertrophy in myocy tes. 
In particular, VEGF-E can be used in wound healing, tissue growth and muscle generation and regeneration. 

For the indications referred to above, the VEGF-E molecule will be formulated and dosed in a fashion 
consistent with good medical practice taking into account the specific disorder to be treated, the condition of the 
individual patient, the site of delivery of the VEGF-E, the method of administration, and other factors known 
to practitioners. Thus, for purposes herein, the "therapeutically effective amount' of the VEGF-E is an amount 
that is effective either to prevent, lessen the worsening of, alleviate, or cure the treated condition, in particular 
that amount which is sufficient to enhance the survival, proliferation and/or differentiation of the treated cells 
in vivo. 

VEGF-E amino acid variant sequences and derivatives that are immunologically crossreactive jvith 
antibodies raised against native VEGF are usefulin immunoassays for VEGF-E as standards, or, when labeled, 
as competitive reagents. 

The VEGF-E is prepared for storage or administration by mixing VEGF-E having the desired degree 
of purity with physiologically acceptable carriers, excipients, or stabilizers. Such materials are non-toxic to 
recipients at the dosages and concentrations employed. If the VEGF-E is water soluble, it may be formulated 
in a buffer such as phosphate or other organic acid salt preferably at a pH of about 7 to 8. If the VEGF-E is 
only partially soluble in water, it may be prepared as a microemulsion by formulating it with a nonionic 
surfactant such as Tween, Pluronics, or PEG. e.g.. Tween 80. in an amount of 0.04-0.05% (w/v). to increase 
its solubility. '. - 

Optionally other ingredients may be added such as antioxidants, e.g., ascorbic acid; low molecular 
weight (less than about ten residues) polypeptides, e.g., polyarginine or tripeptides; proteins, such as serum 
albumin, gelatin, or immuiroglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids, such 
as glycine, glutamic acid, aspartic acid, or arginine; monosaccharides, disaccharides, and other carbohydrates 
including cellulose or its derivatives, glucose, maimose, or dextrins; chelating agents such as EDTA; and sugar 
alcohols such as mannitol or sorbitol. 

The VEGF-E to be used for therapeutic administration must be sterile. Sterility is readily accomplished 
by filtration through sterile filtration membranes (e.g.. 0.2 micron membranes) The VEGF-E ordinarily will 
be stored in ryophilized form or as an aqueous solution if it is highly stable to thermal and oxidative denaturation. 
The pH of the VEGF-E preparations typically will be about from 6 to 8, although higher or lower pH values may 
also be appropriate in certain instances. It will be understood that use of certain of the foregoing excipients, 
carriers, or stabilizers will result in the formation of salts of the VEGF-E. 
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If the VEGF-E is to be used parenterally, therapeutic compositions containing the VEGF-E generally 
are placed into a container having a sterile access port, for example, an intravenous solution bag or vial having 
a stopper pierceable by a hypodermic injection needle. 

Generally, where the disorder permits, one should formulate and dose the VEGF-E for site-specific 
delivery. This is convenient in the case of wounds and ulcers. 

5 Sustained release formulations may also be prepared, and include the formation of microcapsular particles and 
implantable articles. For preparing sustained-release VEGF-E compositions, the VEGF-E is preferably 
incorporated into a biodegradable matrix or microcapsule. A suitable material for this purpose is a polylactide, 
although other polymers of poly-(a-hydroxycarboxylic acids), such as poly-D-(-)-3~hydroxybutyric acid (EP 
133,988A) , can be used. Other biodegradable polymers include poly(lactones), poly(acetals), poly(orthoesters), 

10 or poly(orthocarbonates). The initial consideration here must be that the carrier itself, or its degradation 
products, is nontoxic in the target tissue and will not further aggravate the condition. This can be determined 
by routine screening in animal models of the target disorder or, if such models are unavailable, in normal 
animals. Numerous scientific publications document such animal models. 

For examples of sustained release compositions, see U.S. Patent No. 3,773,919, EP 58,481 A, U.S. 

15 Patent No. 3,887,699, EP i58,277A, Canadian Patent No. 1176565, U. Sidman ere/., Biopolymers 22 y 547 
[1983], and R. Langer et al, Chem. tech. 12, 98 [1982). 

When applied topically , the VEGF-E is suitably combined with other ingredients, such as carriers and/or 
. adjuvants. There are no limitations on the nature of such other ingredients, except that they must be 
pharmaceutically acceptable and efficacious for their intended administration, and cannot degrade the activity 

20 of the active ingredients of the composition. Examples of suitable vehicles include ointments, creams, gels, or 
suspensions, with or without purified collagen. The compositions also may be impregnated into transdermal 
patches, plasters, and bandages, preferably in liquid or semi-liquid form. 

For obtaining a gel formulation, the VEGF-E formulated in a liquid composition may be mixed with 
an effective amount of a water-soluble polysaccharide or synthetic polymer such as polyethylene glycol to form 

25 a gel of the proper viscosity to be applied topically. The polysaccharide that may be used includes, for example, 
cellulose derivatives such as etherified cellulose derivatives, including alkyl celluloses, hydroxyalkyl celluloses, 
and alky wydroxyalkylcelluloses, for example, methylcellulose, hydroxyethyl cellulose, carboxy methyl cellulose, 
hydroxypropyi methylcellulose, and hydroxypropyl cellulose; starch and fractionated starch; agar; alginic acid 
and alginates; gum arable; pullullan; agarose; carrageenan; dextrans; dextrins; fructans; inulin; mannans; xylans; 

30 arabinans; chitosans ; glycogens; glucans; and synthetic biopolymers ; as well as gums such as xanthan gum; guar 
gum; locust bean gum; gum arable; tragacanth gum; and karaya gum; and derivatives and mixtures thereof . The 
preferred gelling agent herein is one that is inert to biological systems, nontoxic, simple to prepare, and not too 
runny or viscous, and will not destabilize the VEGF-E held within it. 

Preferably the polysaccharide is an etherified cellulose derivative, more preferably one that is well 

35 defined, purified, and listed in USP, e.g., methylcellulose and the hydroxyalkyl cellulose derivatives, such as 
hydroxypropyl cellulose, hydroxyethyl cellulose, and hydroxypropyl methylcellulose. Most preferred herein 
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is methylcellulose. 

The polyethylene glycol useful for gelling is typically a mixture of low and high molecular weight 
polyethylene glycols to obtain the proper viscosity. For example, a mixture of a poiyethyfcne glycol of 
molecular weight 400-600 with one of molecular weight 1500 would be effective for this purpose when mixed 
in the proper ratio to obtain a paste. 

The term "water soluble- as applied to the polysaccharides and polyethylene glycols is meant to include 
colloidal solutions and dispersions. In general, the solubility of the cellulose derivatives is determined by the 
degree of substitution of ether groups, and the stabilizing derivatives useful herein should have a sufficient 
quantity of such ether groups per anhydroglucose unit in the cellulose chain to render the derivatives water 
soluble. A degree of ether substitution of at least 0.35 ether groups per anhydroglucose unit is generally 
sufficient. Additionally, the cellulose derivatives may be in the form of alkali metal salts, for example, the Li, 
Na, K, or Cs salts. 

If methylcellulose is employed in the gel, preferably it comprises about 2-5%, more preferably about 
3 % . of the gel and the VEGF is present in an amount of about 300-1000 nig per ml of gel. 

The dosage to be employed is dependent upon the factors described above. As a general proposition, 
the VEGF-E is formulated and delivered to the target site or tissue at a dosage capable of establishing in the 
tissue a VEGF-E level greater than about 0. 1 ng/cc up to a maximum dose that is efficacious but not unduly 
toxic. This intra-tissue concentration should be maintained if possible by continuous infusion, sustained release, 
topical application, or injection at empirically determined frequencies. 

It is within the scope hereof to combine the VEGF-E therapy with other novel or conventional therapies 
(e.g., growth factors such as VEGF. aFGF, bFGF, PDGF. IGF, NGF. anabolic steroids, EGF or TGF-a) for 
enhancing the activity of any of the growth factors, including VEGF-E, in promoting cell proliferation, survival, 
dfferentiation and repair. It is not necessary that such cotreatment drugs be included per se in the compositions 
of this invention, although this will be convenient where such drugs are proteinaeeous. Such admixtures are 
suitably administered in the same manner and for the same purposes as the VEGF-E used alone. The useful 
molar ratio of VEGF-E to such secondary growth factors is typically 1:0.1-10. with about equimolar amounts 
being preferred. 

The compounds of the present invention can be formulated according to known methods to prepare 
rftarmaceutically useful expositions, whereby the PRO polypeptide hereof is combined in admixture with a 
pbarinaceutically acceptable carrier vehicle. Suitable carrier vehicles and their formulation, inclusive of other 
human proteins, e.g.. human serum albumin, are described., for example, in Remington's Pharmaceutical 
Sciences, 16th ed., 1980, Mack Publishing Co.. edited by Oslo et al. the disclosure of which is hereby 
incorporated by reference. The VEGF-E herein may be administered parenterally to subjects suffering from 
cardiovascular diseases or conditions, or by other methods that ensure its delivery to the bloodstream in an 
effective form. 

Compositions particularly well suited for the clinical a(lministration of VEGF-E hereof employed in the 
practice of the present invention include, for example, sterile aqueous solutions, or sterile hydratable powders 
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such as lyophilized protein. It is generally desirable to include further in the formulation an appropriate amount 
of a pharmaceutical^ acceptable salt, generally in an amount sufficient to render the formulation isotonic. A 
pH regulator such as arginine base, and phosphoric acid, are also typically included in sufficient quantities to 
maintain an appropriate pH, generally from 5.5 to 7.5. Moreover, for improvement of shelf-life or stability of 
aqueous formulations, it may also be desirable to include further agents such as glycerol. In this manner, variant 
t-PA formulations are rendered appropriate for parenteral administration, and, in particular, intravenous 
administration. 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 
vary depending on the particular use envisioned. For example, in the treatment of deep vein thrombosis or 
peripheral vascular disease, "bolus" doses, will typically be preferred with subsequent administrations being 
given to maintain an approximately constant blood level, preferably on the order of about 3 /ig/ml. 

However, for use in connection with emergency medical care facilities where infusion capability is 
generally not available and due to the generally critical nature of the underlying disease (e.g., embolism, infarct), 
it will generally be desirable to provide somewhat larger initial doses, such as an intravenous bolus. 

For the various therapeutic indications referred to for the compounds hereof, the VEGF-E molecules 
will be formulated and dosed in a fashion consistent with good medical practice taking imp account the specific 
disorder to be treated, the condition of the individual patient, the site of delivery , the method of administration 
and other factors known to practitioners in the respective art. Thus, for purposes herein, the "therapeutically 
effective amount" of the VEGF-E molecules hereof is an amount that is effective either to prevent, lessen the 
worsening of, alleviate, or cure the treated condition, in particular that amount which is sufficient to enhance 
the survival, proliferation or differentiation of targeted cells in vivo. In general a dosage is employed capable 
of establishing in the tissue that is the target for the therapeutic indication being treated a level of a VEGF-E 
hereof greater than about 0.1 ng/cm 3 up to a maximum dose that is efficacious but not unduly toxic. It is 
contemplated that intra-tissue administration may be the choice for certain of the therapeutic indications for the 
compounds hereof . , 

The human Toll proteins of the present invention can also be used in assays to identify other proteins 
or molecules involved in Toll-mediated signal transduction. For example, PR0285 and PR0286 are useful in 
identifying the as of yet unknown natural ligands of human Tolls, or other factors that participate (directly or 
indirectly) in the activation of and/or signaling through a human Toll receptor, such as potential Toll receptor 
associated kinases. In addition, inhibitors of the receptor/ligand binding interaction can be identified. Proteins 
involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors or 
agonists of the binding interaction. Screening assays can be designed to find lead compounds that mimic the 
biological activity of a native Toll polypeptide or a Iigand for a native Toll polypeptide. Such screening assays 
will include assays amenable to high-throughput screening of chemical libraries, making them particularly 
suitable for identifying small molecule drug candidates. Small molecules contemplated include synthetic organic 
or inorganic compounds. The assays can be performed in a variety of formats, including protein-protein binding 
assays, biochemical screening assays, immunoassays and cell based assays, which are well characterized in the 
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In vitro assays employ a mixture of components including a Toll receptor polypeptide, which may be 
part of fusion product with another peptide or polypeptide, e.g., a tag for detecting or anchoring, etc. The assay 
mixtures may further comprise (for binding assays) a natural intra- or extracellular Toil binding target (i.e. a Toll 
ligand, or another molecule known to activate and/or signal through the Toil receptor). While native binding 
5 targets may be used, it is frequently preferred to use portion of such native binding targets (e.g. peptides), so 
long as the portion provides binding affinity and avidity to the subject Toll protein conveniently measurable in 
the assay. The assay mixture also contains a candidate pharmacological agent. Candidate agents encompass 
numerous chemical classes, through typically they are organic compounds, preferably small organic compounds, 
and are obtained from a wide variety of sources, including libraries of synthetic or natural compounds. A 
10 variety of other reagents may also be included in the mixture, such as, salts, buffers, neutral proteins, e.g. 
albumin, detergents, protease inhibitors, nuclease inhibitors, antimicrobial agents, etc. 

In in vitro binding assays, the resultant mixture is incubated under conditions whereby, but for the 
presence of the candidate molecule, the Toll protein specifically binds the cellular binding target, portion or 
analog, with a reference binding affinity. The mixture components can be added in any order that provides for 
15 the requisite bindings and incubations may be performed at any temperature which facilitates optimal binding. 
Incubation periods are likewise selected for optimal binding but also minimized to facilitate rapid high-throughput 
screening. 

After incubation, the agent-biased binding between the Toll protein and one or more binding targets is 
detected by any convenient technique. For cell-free binding type assays, a separation step is often used to 
20 separate bound from unbound components. Separation may be effected by precipitation (e.g. TC A precipitation, 
immunoprecipitation, etc.), immobilization (e.g on a solid substrate), etc. , followed by washing by, for example, 
membrane filtration (e.g. Whatman's P-18 ion exchange paper, Polyfiltronic's hydrophobic GFC membrane, 
etc.), gel chromatography (e.g. gel filtration, affinity, etc.). For Toll-dependent transcription assays, binding 
is detected by a change in the expression of a Toll-dependent reporter. 
25 Detection may be effected in any convenient way. For cell-free binding assays, one of the components 

usually comprises or is coupled to a label. The label may provide for direct detection as radioactivity, 
luminescence, optical or electron density, etc., or indirect detection, such as, an epitope tag, an enzyme, etc. 
A variety of methods may be used to detect the label depending on the nature of the label and other assay 
components, e.g. through optical or electron density, radiative emissions, nonradiative energy transfers, etc. or 
30 indirectly detected with antibody conjugates, etc. 

Nucleic acid encoding the Toll polypeptides disclosed herein may also be used in gene therapy. In gene 
therapy applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically 
effective genetic product, for example for replacement of a defective gene. "Gene therapy* includes both 
conventional gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene 
35 therapeutic agents, which involves the one time or repeated administration of a therapeutically effective DNA 
or mRNA. Amisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain 
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genes in vivo. It has already been shown lhat short amisense oligonucleotides can be imported into cells where 
they act as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by the cell 
membrane. (Zamecnik et al. , Proc. Natl. Acad. Sci. USA 83 , 4 143-4 146 [ 1 986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into cultured cells in vitro, or in vivo in 
the cells of the intended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include transfection with viral 
(typically retroviral) vectors and viral coat. protein-Iiposome mediated transfecuon (Dzau et aL. Trends in 
Biotechnology 1L 205-210 [1993]). In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which bind 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al. , J. Biol. Chem. 262 . 
4429-4432 (1987); and Wagner et al.\ Proc. Natl. Acad. Sci. USA 87, 3410-3414 (1990). For review of. the 
currently known gene marking and gene therapy protocols see Anderson et al». Science 256, 808-813 (1992). 

The various uses listed in connection with the Toll proteins herein, are also available for agonists of the 
native Toll receptors, which mimic at least one biological function of a native Toll receptor. 

Neurotrimin as well as other members of the IgLON subfamily of the immunoglobulin superfamily have 
been identified to have effect upon neural patterning, differentiation, maturation and growth. As a result, 
PR0337 the human neurotrimin homblog polypeptides would be expected to have utility in diseases which are 
characterized by neural disfunction. For example, motoneuron disorders' such as amyotrophic lateral sclerosis 
(Lou Gehrig's disease), Bell's palsy, and various conditions involving spinal muscular atrophy, or paralysis. 
NGF variant formulations of the invention can be used to treat human neurodegenerative disorders, such as 
Alzheimer's disease, Parkinson's disease, epilepsy, multiple sclerosis, Huntington's chorea, Down's Syndrome, 
nerve deafness, and Meniere's disease. Moreover PR0337 polypeptide may also be used as a cognitive 
enhancer, to enhance learning particularly in dementia or trauma, such as those associated with the above 
diseases. 

Further, PR0337 may be employed to treat neuropathy, and especially peripheral neuropathy. 
"Peripheral neuropathy" refers to a disorder affecting the peripheral nervous system, most often manifested as 
one or a combination of motor, sensory, sensorimotor, or autonomic neural dysfunction. The wide variety of 
morphologies exhibited by peripheral neuropathies can each be attributed uniquely to an equally wide number 
of causes. For example, peripheral neuropathies can be genetically acquired, can result from a systemic disease, 
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or can be induced by a toxic agent. Examples include but are not limited to diabetic peripheral neuropathy, distal 
sensorimotor neuropathy, or autonomic neuropathies such as reduced motility of the gastrointestinal tract or 
atony of the urinary bladder. Examples of neuropathies associated with systemic disease include post-polio 
syndrome or AIDS-associated neuropathy; examples of hereditary neuropathies include Charcot-Marie-Tooth 
disease, Refsum's disease, Abetalipoproteinemia, Tangier disease, Krabbe's disease. Metachromatic 
leukodystrophy, Fabry's disease, and Dejerine-Sottas syndrome; and examples of neuropathies caused by a toxic 
agent include those caused by treatment with a chemotherapeutic agent such as vincristine, cisplatin, 
methotrexate, or 3 , -azido-3'-deoxymyniidine. Correspondingly, neurotrimin antagonists would be expected to 
have utility in diseases characterized by excessive neuronal activity. 

Endothelin is generated from inactive intermediates, the big endothelins, by a unique processing event 
catalyzed by the zinc metalloprotease, endothelin converting enzyme (ECE). ECE was recently cloned, and its 
structure was shown to be a single pass transmembrane protein with a short intracellular N-terminal and a long 
extracellular C-tenninal that contains the catalytic domain and numerous N-glycosylation sites. ECEs cleave the 
endothelin propeptide between Trp73 and Val74 producing the active peptide, ET, which appears to function 
as a local rather than a circulating hormone (Rubanyi, CM. & Polokoff, M.A., Pharmachological Reviews 46: 
325-415 (1994). Thus ECE activity is a potential site of regulation of endothelin production and a possible target 
for therapeutic intervention in the endothelin system. By blocking ECE activity, it is possible stop the production 
of ET-1 by inhibiting the conversion of the relatively inactive precursor, big ET-1 , to the physiologically active 
form. 

ECE-2 is 64% identical to bovine ECE-2 at the amino acid level. ECE-2 is closely related to ECE-1 
(63% identical, 80% conserved), neutral endopeptidase 24. 1 1 and the Kell blood group protein. Bovine ECEr2 
is a type II membrane-bound metalloproteinase localized in the trans-GoIgi network where it acts as an 
intracellular enzyme convening endogenous big endothelin- 1 into active endothelin (Emoto, N. and 
Yanangisawa, M., J. Biol. Chem. 270: 15262-15268 (1995). The bovine ECE-2 mRNA expression is highest 
in parts of the brain, cerebral cortex, cerebellum and adrenal medulla. It is expressed at lower levels in 
mymetrium, testes, ovary, and endothelial cells. Bovine ECE-2 and ECE-1 both are more active on ET-1 as 
a substrate compared to ET-2 or ET-3, Emoto and Yanangisawa, supra. 

Human ECE-2 is 736 amino acids in length with a 31 residue ammo-terminal tail, a 23 residue transmembrane 
helix and a 682 carboxy-tenninal domain. It is 94% identical to bovine ECE-2 and 64% identical to human 
ECE-1. The predicted transmembrane domain is highly conserved between the human and bovine ECE-2 
proteins and between human ECE-1 and human ECE-2, as are the putative N-linked glycosylation sites, Cys 
residues conserved in the neutral endopeptidase 24. 1 1 and the Kell blood group protein family and the putative 
zinc binding motif. The sequence suggests, that like other members of the NEP-ECE-Kell family, human ECE-2 
encodes a type II transmembrane zinc-binding metalloproteinase, which, by extrapolation from what is known 
about bovine ECE-2, is an intracellular enzyme located within the secretory pathway which processes 
endogenously produced big ET-1 while it is still in the secretory vesicles. Emoto and Yanangisawa, supra. 

The expression pattern of ECE-2 differs from mat observed for ECE-1. Northern blot analysis of 
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mRNA levels indicated low levels of expression of a 3.3 kb transcript in adult brain (highest in the cerebellum, 
putamen, medulla and temporal lobe, and lower in the cerebral cortex, occipital lobe and frontal lobe), spinal 
cord, lung and pancreas and higher levels of a 4.5 kb transcript in fetal brain and kidney. The two transcript 
sizes probably represent the use of alternative polyadenylation sites as has been observed for bovine ECE-2 
(Emoto and Yanangisawa. supra) and ECE-I (Xu et ai., Cell 78: 473^85 (1994). PCR on cDNA libraries 
indicated low levels of expression in fetal brain, fetal kidney, fetal small intestine and adult testis. Fetal liver, 
fetal lung and adult pancreas were all negative. 

The endothelin (ET) family of peptides have potent vascular, cardiac and renal actions which may be 
of pathophysiological importance in many human disease states. ET-i is expressed as an inactive 212 amino acid 
prepropeptide. The prepropeptide is first cleaved at Arg52-Cys53 and Arg92-Ala93 and then the carboxy 
terminal Lys91 and Arg92 are trimmed from the protein to generate the propeptide big ET-1. ECEs then cleave 
the propeptide between Trp73 and Val74, producing the active peptide, ET, which appears to function as a local 
rather than a circulating hormone (Rubanyi and Polokoff, Pharma. R. 46: 325-415 (1994). 

Endothelins may play roles in the pathophysiology of a number of disease states including: 1) 
cardiovascular diseases (vasospasm, hypertension, myocardial ischemia; reperfusion injury and acute 
myocardial infarction, stroke (cerebral ischemia), congestive heart failure, shock, atherosclerosis, vascular 
thickening); 2) kidney disease (acute and chronic renal failure, glomerulonephritis, cirrhosis); 3) lung disease 
(bronchial asthma, pulmonary hypertension); 4) gastrointestinal disorders (gastric ulcer, inflammatory bowel 
diseases); 5) reproductive disorders (premature labor, dysmenorhea, preeclampsia) and 6) carcinogenesis. 
Rubanyi & Polokoff, supra. 

Diseases can be evaluated for the impact of ET upon them by examining: 1) increased production of 
ETs; 2) increased reactivity to ETs; and/or 3) efficacy of an ET receptor antagonist, antibody or ECE inhibitor. 
Response to the previous criteria suggest that ETs likely play roles in cerebral vasospasm following subarachnoid 
hemorrhage, hypertension (fulminant/complications), acute renal failure and congestive heart failure. While 
inhibitors of ET production or activity have not been used in models of coronary vasospasm, acute myocardial 
infarction, and atherosclerosis, they do have elevated ET levels and increase reactivity to ETs. Shock and 
pulmonary hypertension also exhibit elevated ET levels (Rubanyi and Polokoff, supra). Inhibition of ECEs in 
these conditions may be of therapeutic value. 

The expression pattern of ECE-2 differs from that observed for ECE-1 . ECE-2 was observed at low 
levels in the adult brain, lung and pancreas and higher levels in fetal brain and kidney by Northern blot analysis 
(Fig. 8). PCR revealed low levels of expression in additional tissues: fetal lung, fetal small intestine and adult 
testis. Fetal liver was negative. A similar pattern was reported for bovine ECE-2 (Emoto and Yanangisawa, 
supra). It is expressed in brain tissues (cerebral cortex, cerebellum and adrenal medulla), myometrium and 
testis, and in low levels in ovary and very low levels in many other tissues. Bovine ECE-1 (Xu et al, supra) is 
more widely and more abundantly expressed. It is observed in vascular endothelial cells of most organs and in 
some parenchymal cells. With the exception for brain, bovine ECE-2 mRNA was present at lower levels than 
ECE-1. Applicants believe ECE-2 to be a particularly good target for the therapeutic intervention for diseases 
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such as cerebral vasospasm following subarachnoid hemorrhage and stroke. 

92. Anti-PRO Polypeptide Antibodies 

The present invention further provides anti-PRO polypeptide antibodies. Exemplary antibodies include 
polyclonal, monoclonal, humanized, bispecific, and heteroconjugate antibodies. 

5 

A. Polyclonal Antibodies 

The anti-PRO polypeptide antibodies may comprise polyclonal antibodies. Methods of preparing 
polyclonal antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for 
example, by one or more injections of an immunizing agent and, if desired, an adjuvant. Typically, the 

10 immunizing agent and/or adjuvant will be injected in the mammal by multiple subcutaneous or intraperitoneal 
injections. The immunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful 
to conjugate the immunizing agent to a protein known to be immunogenic in the mammal being immunized. 
Examples of such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum 
albumin, bovine thyroglobuun, and soybean trypsin inhibitor. Examples of adjuvants which may be employed 

15 include Freund's complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose 
dicorynomycolate). The immunization protocol may be selected by one skilled in the art without undue 
experimentation. 

B. Monoclonal Antibodies 

20 The anti-PRO polypeptide antibodies may, alternatively, be monoclonal antibodies. Monoclonal 

antibodies may be prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature, 
256:495 (1975). In a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically 
immunized with an iinmunizing agent to elicit lymphocytes that produce or are capable of producing antibodies 
that wDl specifically bind to the immunizing agent . Alternatively, me lymphocytes may be immunized in vitro. 

25 The immunizing agent will typically include the PRO polypeptide of interest or a fusion protein thereof. 

Generally, either peripheral blood lymphocytes ("PBLs") are used if cells of human origin are desired, or spleen 
cells or lymph node ceils are used if non-human mammalian sources are desired. The lymphocytes are then 
fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 
hybridoma cell [Goding, Monoclonal Antibodies: Principles and Practice , Academic Press, (1986) pp. 59-103J. 

30 Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
cultured in a suitable culture medium that preferably contains one or more substances that inhibit the growth or 
survival of the unfused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine 
guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas typically will 

35 include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
HGPRT-defkient cells. 
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Preferred immortalized cell lines are those that fuse efficiently, support stable high level expression of 
antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred immortalized cell lines are murine myeloma lines, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Rockville, 
Maryland. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 

5 production of human monoclonal antibodies [Kozbor, 7. Immunol. , 133:300 1 ( 1 984); Brodeur et al. , Monoclonal 
Antibody Production Techniques and Applications, Marcel Dekker, Inc., New York, (1987) pp. 51-63]. 

The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 
monoclonal antibodies directed against the PRO polypeptide of interest. Preferably, the binding specificity of 
monoclonal antibodies produced by the hybridoma cells is determined by immunoprecipitation or by an in vitro 

10 binding assay, such as radioimmunoassay (RIA) or enzyme-linked immunoabsorbent assay (ELISA). Such 
techniques and assays are known in the art. The binding affinity of the monoclonal antibody can, for example, 
be determined by the Scatchard analysis of Munson and Pollard, Anal. Biochem. y 107:220 (1980). 

After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 
procedures and grown by standard methods [Goding, supra]. Suitable culture media for this purpose include, 

15 for example, Dulbeccd's Modified Eagle's Medium and RPMI- 1 640 medium. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 
medium or ascites fluid by conventional immunoglobulin purification procedures such as, for example, protein 
A-Sepharose, hydroxylapathe chromatography, gel electrophoresis, dialysis, or affinity chromatography. 

20 The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 

in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 
and sequenced using conventional procedures (e.g., by using oligonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 
invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 

25 vectors, which are then transfected into host cells such as simian COS cells , Chinese hamster ovary (CHO) cells , 
or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of monoclonal 
antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the homologous murine sequences 
[U.S. Patent No. 4,816,567; Morrison et aL, supral or by covaiently joining to the immunoglobulin coding 

30 sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. Such a non-immunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or can be substituted for 
the variable domains of one antigen-combining site of an antibody of the invention to create a chimeric bivalent 
antibody. 

The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 
35 known in the art. For example, one method involves recombinant expression of immunoglobulin ligjit chain and 
modified heavy chain. The heavy chain is truncated generally at any point in the Fc region so as to prevent 
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heavy chain crosslinking. Alternatively, the relevant cysteine residues are substituted with another amino acid 
residue or are deleted so as to prevent crosslinking. 

In vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly, Fab fragments, can be accomplished using routine techniques known 
in the art. 

C. Humanized Antihodips 
The anti-PRO polypeptide antibodies of the invention may further comprise humanized antibodies or 
human antibodies. Humanized forms of non-human (e.g., murine) andbooaes are chimeric 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab\ F(ab') , or other antigen-binding 
subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized antibodies include human immunoglobulins (recipient antibody) in which residues from a 
complementary determining region (CDR) of the recipient are replaced by residues from a CDR of a non-human 
species (donor antibody) such as mouse, rat or rabbit having the desired specificity, affinity and capacity. In 
some instances, Fv framework residues of the human immunoglobulin are replaced by corresponding non-human 
residues. Humanized antibodies may also comprise residues which are found neither in the recipient antibody 
nor in the imported CDR or framework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two, variable domains, in which all or substantially all of the CDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 
those of a human immunoglobulin consensus sequence. The humanized antibody optimally also wiil comprise 
at least a portion of an immunoglobulin constant region (Fc). typically that of a human immunoglobulin [Jones 
et aL. Nature, 321: 522-525 (1986); Riechmann et a!.. Nature, 332:323-329 (1988); and Presta, Curr. Op, 
Struct. BioL , 2:593-596 ( 1 992)] . 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
antibody has one or more amino acid residues introduced into it from a source which is non-human. These non- 
human ammo add residues are often referred residues, which are typically taken from an "import- 
variable domain. Humanization can be essentially performed following the method of Winter and co-workers 
[Jones eta!., Nature, 32U 522-525 (1986); Riechmann etal. P Nature, m:323-327 (1988); Verhoeyen etaL, 
Science, 239:1534-1536 (1988)], by subsUtuxing rodent CDRs or CDR sequences for the corresponding 
sequences of a human antibody. Accordingly, such -humanized" antibodies are chimeric antibodies (U.S. Patent 
No. 4,816,567), wherein substantially less than an intact human variable domain has been substituted by the 
corresponding sequence from a non-human species. In practice, humanized antibodies are typically human 
antibodies in which some CDR residues and possibly some FR residues are substituted by residues from 
analogous sites in rodent antibodies. 

Human antibodies can also be produced using various techniques known ; in the art, including phage 
display libraries [Hoogenboom and Winter, 7. Mol BioL, 227:381 (1991); Marks etaL, 7. MoL BioL, 222:581 
(1991)]. The techniques of Cole et al. and Boerner et aL are also available for the preparation of human 
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monoclonal anubodies (Cole etal. Monoclonal Amities and AlanR. Liss, p. 77(1985) and 

Boerner et al , J. Immunol y 147(1 ): 86-95 ( 1 99 1 )] . 

D» BIspecific Antibodies 
Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that have binding 
specificities for a, leas, two different antigens. In the present case, one of the binding specificities is for the PRO 
polypeptide, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or 
receptor subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
production of bispecific antibodies is based on the compression of two immunoglobulin heavy-chain^ight^hain 
pairs, where the twoheavychainshavedifferent specificities [Milstein and Cuello, Nature, 305:537-539 (1983)]. 
Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography steps 
Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al EMBO 
15 J., .10:3655-3659(1991). 

Antibody variable domams with the desired binding specificities (annTxxly-antigen combining sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising a, least pan of the hinge. CH2. and CH3 regions. It is preferred to 
have the firs, heavy-chain constant region (CHI) containing the site necessary for light-chain binding preset in 
at least one of the fusions. DNAs encoding me immunoglobulin heavy^hain fusions and. if desired the 
immtmoglobulin light chain, are inserted into separate expression vectors, and are co-transfected into a suitable 
hostorganism. For further details of generating bispecific antibodies see. for example. Suresh et al.. Methods 
in Enzymology, 121:210 (1986). 
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E - Heteroconj ugate Antihrxtire 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
anubod^composedofmo^ 

to target immune systemcells to unwanted cells [U:S. Patent No. 4,676.980], and for treatment of HI V infection 
[WO 91/00360; WO 92*00373; EP 03089]. I, is contemplated mat the antibodies may be prepared in vitro 
usmg known methods in synthetic protein chemistry, including those involving crosslinking agems. For 
example, immunotoxins may be constructed using a dismfide excise reaction or by forming a mi TC ^ 
Examples of suitable reagems for mis purpose induce iminothiolate and memyU-mercaptobutynmidate and 
mose disclosed, for example, in U.S. Patent No. 4,676.980. 

93. Uses for Anti-Pttn Polypeptide AntihnAVc 
The anti-PRO polypeptide antibodies of the invention have various utilities. For example. anti-PRO 
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Pdypeptide antibodies may be used in diagnostic assays for a PRO pCypepude. e.g., detecting its expression 
•nspecfic ceUs. .issues, or sennn: Various dia^stic assay techniques known in the an may be used such as 
competitive binding assays, direct or indirect sandwich assays and immunoprecipitation assays conducted in 
ether heterogeneous or homogeneous phases [Zola. Mpnod^^ of Technic C RC 

Press. Inc. (.987) pp. ,47-158]. The antibodies used in the diagnostic assays can be labeled with a detectable 
5 motery. The oeteoable moiety should be capable of producing, eimer direcdy or mdirectly. a detectable signal 
For example, me detectaMe moiety may be a radioisotope, such as 'H, »C, »P. *S, or -I. a fluorescent or 
chemiluminescent compound, such as fluorescein isothiocyanate. rhodamine. or luciferin, or an enzyme such 
as alkaline phosphatase, beut-galactosidase or horseradish peroxidase. Any method known in the art for 
conjugatmgthe.an^ 

10 «aL. Naure, ,44:945 (1962); David et al.. BiocHenusrry, ,3:10,4 (1974); Pain e, al., J. Immunol . Mah., 
40:219 (1981); and Nygren. J. Histochem. and Cytochem., 30:407 (1982). 

Anti-PRO polypeptide antibodies also are useful for the affinity purification of PRO polypeptide from 
recombman, cel. culture or natural sources. In mis process, the antibodies against the PRO polypeptide are 
.mmobtltzed on a suitable support, such a Sephadex resin or filter paper, using memods well known in me art 
15 The unmobi.ized antibody then is contacted with a sample confining the PRO polypeptide to be purified and 
thereafter the support is washed with a suitable solvent that will remove substamial.y all the materia, in the 
sample except the PRO polypeptide, which is bound to the immobilized antibody. Finally, the support is washed 
w«h another suitable solvent that will release the PRO polypeptide from the antibody. 

Anti-Toll receptor (i.e. . anti-PR0285 and a«i-PR0286 ^tflKrties) n«y also be us 
20 btologkal activities of the respective Toll receptors. The primary faction of the family of Toll receptors is 
beheved to be to act as pathogen pattern recognition receptors sensing me presence of conserved mo.ecular 
patternpresent on nncrobes. Lipopolysaccharides (LPS, also known as endotoxins), potentially lethal molecules 
produced by various bacteria, bind to the lipopo.ysaccharide binding protein (LBP) in the blood. The complex 
formed then activates a receptor known as CD14. There is no consensus in the art about what happens next 
25 Accordtng to a hypothesis. CD14 does no. directly instruct macrophages to produce cytokines, cell adhesion 
P^^WmvoI^ 

enables LPS to activate a second receptor. Alternatively, i, has been suggested that LPS may activate certain 
receptors dn-ectly. without help from LBP or CD14. The data disclosed in the present application indicate mat 
the human toll-like receptors are signaling receptors that are 

30; manner. Asthis mechanism, under pathophysiologic conditions can lead to an often fata, syndrome called septic 
shock, anti-Toll receptor antibodies (just as other Toll receptor antagonists) might be useful ih the treatment of 
sepneshock. Itisforeseen that the different Toll receptors might recognize different pamogens, e.g.. various 
stramsofGram-negativeorGram-positivebacteria. Accordingly, incenain situations. combination merapywim 
a muture of antibodies specifically binding different Toll receptors, or the use of bispecific antWoll antibodies 

35 may be desirable. 

It is specifically demonstrated mat an,i-huTLR2 antibodies are believed to be specifically useful in 
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blocking the induction of this receptor by LPS. As it has been shown that LPS exposure can lead to septic shock 
(Parrillo, N. Engl. J, Med. 328. 1471-1477 [1993]), anti-huTLR2 antibodies are potentially useful in the 
treatment of septic shock. 

The foregoing therapeutic and diagnostic uses listed in connection with the anti-Toll receptor antibodies 
are also applicable to other Toll antagonists, i.e.. other molecules (proteins, peptides, small organic molecules, 
etc.) that block Toll receptor activation and/or signal transduction mediated by Toll receptors! 

In view of their therapeutic potentials, the toll proteins (including variants of the native Toll 
homologues), and their agonists and antagonists (including but not limited to anti-Toll antibodies) are 
incorporated in compositions suitable for therapeutic use. Therapeutic compositions are prepared for storage 
by mixing the active ingredient having the desired degree of purity with optional physiologically acceptable 
carriers, excipients or stabilizers (Remington's Pharmaceutical Sciences 16th Edition. OsoJ. A. Ed. 1980) in the 
form of lyophilized formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic 
to recipients at thedosages and concentrations employed, and include buffers such as phosphate, citrate and other 
organic acids; antioxidants including ascorbic acid; low molecular weight (less man about 10 residues) 
polypeptides; proteins, such as serum albumin, gelatin or immunoglobulins; hydrophilic polymers such as 
polyvinylpyrrolidone, amino acids such as glycine, glutamine. asparagine. arginine or lysine; monosaccharides, 
disaccharides and other carbohydrates including glucose, mannose, ordextrins; chelating agents such as EDTA; 
sugar alcohols such as mannitol or sorbitol; salt-forming counterions such as sodium; and/or nonionic surfactants 
such as Tween, Pluronics or PEG. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 
techniques or by interracial polymerization, for example, hydroxymethylcellulose or gelatm-microcapsules and 
poly-(methylmemacyIa te ) microcapsules, respectively), in colloidal drug delivery systems (for example, 
liposomes, albumin microspheres, microemulsions. nano-particles and nanocapsules) or in macroemulsions. 
Such techniques are disclosed in Remington's Pharm aceutical .w. „. pr „ 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 
filtration through sterile filtration membranes, prior to or following lyophflization and reconstitute. 

Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous solution bag or vial havmg a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. mjectipn or infusion by intravenous, 
intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or. intralesional routes, topical 
30 administration, or by sustained release systems. 

Suitable examples of sustained release preparations include semipermeable polymer matrices in the form 
of shaped articles, e.g. films, or microcapsules. Sustained release matrices include polyesters, hydrogels 
polylac,ides(U.S.Pa^ 

(U. Sidman eigl., Bio^ojymers 22 (1): 547-556 [1983]). poly (2-hydroxyethyl-memacrylate) (R. Langer e, al 
J, Biomed. Mater Res 15: 167-277 [1981] and R. Langer. QhemJ^ 12: 98-105 [1982]). ethylene vinyl 
acetate (R.I^gerejal..ld.)orrx>Iy-D-(->3-hydroxybutyric« 
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also include liposomes. Liposomes containing a molecule within the scope of the present invention are prepared 
by methods known per se: DE 3,218,121 ; Epstein a a/. , Proc. Natl. Acad. Sci. USA 82: 3688-3692 (1985); 
Hwang et a/., Proc. Natl. Acad. Sci. USA 77: 4030-4034 (1980); EP 52322; EP 36676A; EP 88046; EP 
143949; EP 142641; Japanese patent application 83-118008; U.S. patents 4,485,045 and 4,544,545; and EP 
102,324. Ordinarily the liposomes are of the small (about 200-800 Angstroms) unilamelar type in which the 
5 lipid content is greater than about 30 mol. % cholesterol, the selected proportion being adjusted for the optimal 
NT-4 therapy. 

An effective amount of the active ingredient will depend, for example, upon the therapeutic objectives, 
the route of administration, and the condition of the patient. Accordingly, it will be necessary for the therapist 
to titer the dosage and modify the route of administration as required to obtain the optimal therapeutic effect. 
10 A typical daily dosage might range from about I jig/kg to up to 100 mg/kg or more, depending on the factors 
mentioned above. Typically, the clinician will administer a molecule of the present invention until a dosage is 
reached that provides the required biological effect. The progress of this therapy is easily monitored by 
conventional assays. 

The following examples are offered for illustrative purposes only, and are not intended to limit the scope 
15 of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by reference 
in their entirety. 

EXAMPLES 

20 Commercially available reagents referred to in the examples were used according to manufacturer's 

instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Rockville, 
Maryland. 

25 EXAMPLE 1: Extracellular Domain Homology Screening to Identify Novel Polypeptides and cDNA Encoding 
Therefor 

The extracellular domain (ECD) sequences (including the secretion signal sequence, if any) from about 
950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The EST 
databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ™, 

30 Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST2 (Altschul and Gish, Methods in Enzvmology 266 : 460-480 (1996)) as a comparison of the ECD protein 
sequences to a 6 frame translation of the EST sequences. Those comparisons with a Blast score of 70 (or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 
sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA; 

35 (http://bcwman.mbt.washington.edu/phrap.docs/phrap.htmI). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative , 
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to other identified EST sequences using phrap, ,„ addition, the consensus DNA sequences obtained were 
often (but no, always) extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above,, oligonucleotides were then 
synthesized and used to identify by PCR a cDNA library that contained the sequence of interest and for use as 
5 Probesto isolate a clew the Forward (.0 and reverse 

(.r) PCR primers genenuly range from 20 to 30 nucleotides and are often designed to give a PCR product of 
about 100-1000 bp in lengm. The probe (.p) sequences are typically 40-55 bp in length, in some cases 
addmonalo.igonucl<^ ^ 

,o screen several libraries for a full-length clone. DNA from the libraries was screened by PCR amp.if.cation 
10 asper Ausubeletal.. Current Protocols in MoWuhr ^ nn with me pc R primer ^ A positive library was 

men used to isolate clones encoding the gene of interest using the probe oligonucleotide and one of the primer 

pairs. 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
commercially avaflable reagents such as those from Invitro gen . San Diego. CA. The cDNA was pruned with 
15 ohgo dT containing a NotI site, linked with blunt to Sail hemikinased adaptor*; cleaved with Notl. sized 
appropriate* by electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as 
pRKB or pRKD; pRK5B is aprecursor ofpRK5D that does not contain the Sfil site; see. Holmese, al.. Science 
253:1278-1280 (1991)) in the unique Xhol and Notl sites. ' 



20 



25 



30 



15 



EXAMPLE 2 : Isolation of rHfstA c Iom* hv An, y i^ e Scr^inp 

Preparation of oligo rfT primed cDNA lihrary 
mRNA was isolated from a human tissue of interest using reagems and protocols from Invitrogen San 
Dtego, CA (Fas, Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 
pRKSDusmgreagen^ 

was cloned into Xhol/Not. cleaved vector. pRKSD is a cloning vector that has an sp6 transcription initiation 
sue followed by an Sfil restriction enzyme she preceding me XhoI/NotI cDNA cloning sites. 

2 - Preparation of random p rimed cDNA lihr a . _ 

A secondary cDNA librae was generated in order to preferentially represent the 5* ends of the primary 
cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used to 
.generate a random primed cDNA library in the vector pSST-AMY.O using reagents ahd protocols from life 
Technologies (Super Scrip, Plasm* System, referenced above). In mis procedure the double stranded cDNA 
was sized to 500-1000 bp. linkered with blunt to N»I adaptors, c.eaved with Sfil. and cloned into Sfil/Not, 
cleaved vector. pSST-AMY.O is a cioning vector mat has a yeast alcohol dehydrogenase promoter preceding 
me cDNA cloning sites and the mouse amylase sequence (the mature sequence without the secretion signal) 
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followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDN As cloned into this 
veaor that are fused in frame with amylase sequence will lead to the secretion of amylase from appropriately 
transfected yeast colonies. 

3- Transformation and Detection 

DNA from the library described in paragraph 2 above was chilled on ice to which was added 
electrocompetem DH10B bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
electroporated as recommended by the manufacturer. Subsequently, SOC media (Life Technologies, 1 ml) was 
added and the mixture was incubated at 37°C for 30 minutes. The transforms were then plated onto 20 
standard 150 mm LB plates containing ampicilHn and incubated for 16 hours (37°Q. Positive colonies were 
scraped off the plates and the DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCl- 
gradient. The purified DNA was then carried on to the yeast protocols below. 

The yeast methods were divided into three categories: (1) Transformation of yeast with the 
plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PCR 
amplification of the insert directly from the yeast colony and purification of the DNA for sequencing and farther 
15 analysis. 

The yeast strain used was HD56-5A (ATCC-90785). This strain has the following genotype: MAT 
alpha, ura3-52. leu2-3. Ieu2-112, his3-ll, his3-15, MAL*. SVC*, GAL*. Preferably, yeast mutants can be 
employed that have deficient post-translational pathways. Such mutants may have translocation deficient alleles 
in secll, secT2, seeGl, with truncated secll being most preferred. Alternatively, antagonists (including 
antisense nucleotides and/or ligands) which interfere with the normal operation of these genes, other proteins 
implicated in this post translation pathway (e.g., SEC61p, SEC72p, SEC62p. SEC63p, TDJlp or SS A ip-4p) 
or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
expressing yeast. 

Transformatioh was performed based on the protocol outlined by Gietz et al. , Nucl.Acid.Res.. 20: 1425 
(1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) and grown 
overnight at 30°C. The YEPD broth was prepared as described in Kaiser et al., Methods in Yeasi fi enM ir< 
Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culture was then diluted to 
about 2 x 10 s cells/ml (approx. OD^O. 1) into fresh YEPD broth (500 ml) and regrown to 1 x 10 7 cells/ml 
(approx. OD 6C0 =0.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bottles in a 
Sorval GS3 rotor at 5.000 rpm for 5 nunutes, the supernatant discarded, and then resuspended into sterile water, 
and cenirifuged again in 50 ml falcon tubes at 3,500 rpm in a Beckman GS-6KR centrifuge. The supernatant 
was discarded and the cells were subsequently washed with LiAc/TE (10 ml. 10 mM Tris-HCl, 1 mM EDTA 
pH 7.5, 100 mM Ii 2 OOCCH,), and resuspended into LiAc/TE (2.5 ml). 

Transformation topic place by mixing the prepared cells (100 pi) with freshly denatured single stranded 
salmon testes DNA (Lofstrand Labs, Gaithersburg, MD) and transforming DNA (1 /tg, vol. < 10 pi) in 
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microfuge tubes. The mixture was mixed briefly by vortexing, then 40% PEG/TE (600 fi, 40% polyethylene 
glycoMOOO. 10 mM Tris-HCI. 1 mM EDTA, 100 mM Li 2 OOeCH 3 , pH 7.5) was added. This mixture was 
gently mixed and incubated at 30°C while agitating for 30 minutes. The cells were men heat shocked at 42°C 
for 15 minutes, and the reaction vessel centrifuged in a microfiige at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 M l, 10 mM Tris-HCI. 1 mM EDTA P H 7.5) followed by recentriftigation. The cells 
were then diluted into TE (1 ml) and aliquots (200 ,d) were spread onto the selective media previously prepared 
in 150 mm growth plates (VWR). 

Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 
scale reaction, wherein reageni amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
described in Kaiser el al.. Methods in Yeast Genetics Cold Spring Harbor Press, Cold Spring Harbor. NY. p. 
208-210(1994)1 Transformams were grown at 30 "C for 2-3 days. 

The detection of colonies secreting amylase was performed by including red starch in the selective 
growth media. Starch was coupled to the red dye (Reactive Red-120, Sigma) as per the procedure described by 
Biely etal., Anal. Biochem. , 172:176-179 (1988): The coupled starch was incorporated into the SCD-Ura agar 
plates at a final concentration of 0. 15% (w/v). and was buffered with potassium phosphate to a pH of 7.0 (50- 
100 mM final concentration). 

The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 
order to obtain well isolated and identifiable single colonies. Well isolated single colonies positive for amylase 
secretion were detected by direct incorporation of red starch intobuffered SCD-Ura agar. Positive colonies were 
determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 
directly. 

4 - Isolation of DNA bv PCR Amplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
water (30 M I) in a 96 well plate. At this time, the positive colonies were either frozen and stored for subsequent 
analysis or immediately amplified: An aliquot of cells (5 & was used as a template for the PCR reaction in a 
25 ,1 volume containing: 0.5 „1 Klentaq (Clontech, Palo Alto, CA); 4.0 ^1 10 mM dNTP's (Perkin Bmer- 
Cetus); 2.5 Ml Kentaq buffer (Clomech); 0.25 ^1 forw^ 
The sequence of the forward oligonucleotide 1 was: 

5'-TGTAAAACGACGGCCAGTTAAATAGACfTT(^A A TTATTAATfTT- l' (SEQ ID NO:324) 
The sequence of reverse oligonucleotide 2 was: 

5 ■CAGGAAACAGCTATGACCACCTGCAC Arrrnr a A.Trr^, (SEQ ID NO:325) 
PCR was then performed as follows: 

a - Denature 92°c, 5 minutes 

b. 3 cycles of: Denature 92°C, 30 seconds 

Anneal 59°C, 30 seconds 
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Extend 


72°C, 


60 seconds 


5 


c. 


3 cycles of: 


Denature 
Extend 


92 °C, 
57°C, 
72°C 


30 seconds 
30 seconds 

60 opfv^nfiQ 




d. 


25 cycles of: 


Denature 

Anneal 

Extend 


92°C, 
55 °C, 
72 °C, 


30 seconds 
30 seconds 
60 seconds 


10 


e. 




Hold 


4°C 





The underlined regions of the oligonucleotides annexed to the ADH promoter region and the amylase 
regKm. respectively, and amplified a 307 bp region from vector pSST-AMY.O when no insert was present 
Typically, the first 18 nuclides of the 5' end of these oligonucleotides contained annealing sites for the 
sequencing primers. Thus, the tota, product of the PGR reaction from an empty vector was 343 bp. However 
signal sequence-fused cDNA resulted in considerably longer nucleotide sequences. 

Following the PGR. an aliquot of the reaction (5 ,1) was examined by agarose gel electrophoresis in 
a 1 % agarose gel using a Tris-IWEDTA (THE) buffering system as described by Sambrook et al.. supra. 
Clones resulting in a.single strong PGR product larger than 400 bp were further analyzed by DNA sequencing 
after purification with a 96 Qiaquick PCR clean-up column (Qiagen Inc., Chatsworth CA) 
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EXAMPLE 3 : isolation of cDMA d one, Rrwvti nf , Human PBffln 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, where* the consensus sequence obtained is herein designated DNA28735. Based on the DNA28735 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library tha, contained 
the sequence of interest, and 2) for use as probes , 0 ^ a cIone of me MUtn&h 
PR0213. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-TGGAGCAGCAATATGCCAGCC-3' (SEQ ID NO:3) 
. reverse PCR primer 5'-TTTTCCACTCCTGTCGGGTTGG-3' (SEQIDNO:4) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28735 
sequence which had the following nucleotide sequence 
hybridization probe 

5'<Kn'GACACTTGCCAGTCAGATGTGGATGAATGCAGTGCTAGGAGGG-3' (SEQ ID NO 5) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was men used to 
isolate clones encoding the PRQ2I3 gene using the probe oIi gonuc.eo«ide and one of the PCR primers RNA 
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for construction of the cDNA libraries was isolated from human fetal lung tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0213 [herein designated as UNQI87 (DNA30943-1163)] (SEQ ID NO:l) and the derived protein sequence 
forPR0213. 

The entire nucleotide sequence of UNQ187 (DNA30943-1 163) is shown in Figure I (SEQ ID NQ:1). 
Clone UNQ187 (DNA30943-1 163) contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 336-338 and ending at the stop codon at nucleotide positions 1221-1223 (Figure 1). 
The predicted polypeptide precursor is 295 amino acids long (Figure 2). Clone UNQ187 (DNA30943-1 163) 
has been deposited with ATCC. 

Analysis of the amino acid sequence of the full-length PR0213 polypeptide suggests that a portion of 
it possesses significant homology to the human growth arrest^specific gene 6 protein. More specifically, an 
analysis of the Dayhoff database (version 35,45 SwissProt 35) evidenced significant homology between the 
PR0213 amino acid sequence and the following Dayhoff sequences, HSMHC3W5A_6 and B48089. 

EXAMPLE 4: Isolation of cDNA Clones Encoding Human PRQ274 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA36469. Based on the DNA36469 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that obtained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0274. EST s proprietary to Genentech were employed in the consensus assembly. The ESTs are shown in 
Figures 5-7 and are herein designated DNA17873. DNA36157 and DNA28929, respectively. 

Pairs of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 (36469.fl) 5 , -CTGATCCGGTTCTTGGTCCCCCTG-3 ' (SEQ ID NO. 11) 
forward PCR primer 2 (36469. f2) 5 ' <jCTCTGTCACTC ACGCTC-3 * (SEQ ID NO: 12) 

forward PCR primer 3 (36469.fi) S^TCATCTCTTCCCTCTCCC ^' (SEQ ID NO: 13) 

forward PCR primer 4 (36469.f4) 5'-CCTTCCGCCACGGAGTTC-3' (SEQ ID NO: 14) 

reverse PCR primer 1 (36469.rl) 5 '-GGCAAAGTCCACTCCGATG ATGTC-3 * (SEQ ID NO: 15) 
reverse PCR primer 2 (36469.r2) 5'-GCCTGCrGTGGTCACAGGTCTCCG>3 ' (SEQ ID NO:16) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36469 
sequence which had the following nucleotide sequence 
hybridization probe (36469.p1> 

5 '-TCGGGGAGCAGGCCTTGAACCG (SEQ ID N0:17) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0274 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (UB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PR0274 [herein designated as UNQ241 (DNA39987-U84)] (SEQ ID NO:l) and the derived protein sequence 
forPR0274. 

The entire nucleotide sequence of UNQ241 (DNA39987-1 184) is shown in Figure 3 (SEQ ID NO:6). 
Clone UNQ24 1 (DN A39987- 1 1 84) contains a single open reading frame with an apparent iranslational initiation 
site at nucleotide positions 83-85 and ending at the stop codon at nucleotide positions 1559-1561 (Figure 3). The 
5 predicted polypeptide precursor is 492 amino acids long (Figure 4), has an estimated molecular weight of about 
54,241 daltons and an estimated pi of about 8.21 . Clone UNQ241 (DNA39987-1184) has been deposited with 
ATCC and is assigned ATCC deposit no. 209786. 

Analysis of the amino acid sequence of the full-length PR0274 polypeptide suggests that it possesses 
significant homology to the Fn54 protein. More specifically, an analysis of the Dayhoff database (version 35.45 
10 SwissProt 35) evidenced significant homology between the PR0274 amino acid sequence and the following 
Dayhoff sequences, MMFN54S2 J, MMFN54S1J, .CEJ-F48Cl_8 t CEF38B7 6, PRP3 RAT, INL3PIG, 
MTCY07A713, YNAXJCLEAE, A47234 and HME2MOUSE* 

f EXAMPLE 5 : Isolation of cDNA Clones Encoding Human PRO300 
15 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA35930. Based on the DNA35930 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO300. 

20. Forward and reverse PCR primers were synmesized:" 

forward PCR primer 1 (35930. fit 5 ' GCCGCCTC ATfTT^C ACGTTCTTCC-^ * (SFQ ID NO ?m 
forward PCR primer 2 (35930.O) S'-TCATCCAGCTGGTGCTGCTC-T (SEQ ID NO ?1) 
forward PCR primer 3 f35930.OV 5'-CTTCTTCCA<TrT(TrGCCTGG^* (SEQ ID NO:22) 
forward PCR primer 4 (3593Q.f4) 5*-CCTGGGCAAAAATGCAAC-V (SEQ ID NO 

25 reverse PCR primer 1 (3593Q.rlV 5'-CAGGAATGTAGAAGGCACCCACGG-3' (SEQ ID NO:24) 
reverse PCR primer 2 <35930.r2) 5 ' -TGGC AC AG ATCTTC ACCC AC A COG-** * (SEQ ID NO:25) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35930 
sequence which had the following nucleotide sequence 
hybridization probe (35930.pl) 

30 5*-TGTCCATCATTATGCTGAGCCCGGGCGTGGAGAGTCAGCT (SEQ ID NO:26) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO300 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

35 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO300 [herein designated as UNQ263 (DN A40625- 1 1 89)] (SEQ ID NO: 18) and the derived protein sequence 
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for PRO300. 

The enlire nucleotide sequence of UNQ263 (DNA40625-1 189) is shown in Figure 8 (SEQ ID NO:I8). 
Clone UNQ263 (DNA40625-1 189) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 45-47 and ending at the stopcodon at nucleotide positions 1416-1418 (Figure 8). The 
predicted polypeptide precursor is 457 amino acids long (Figure 9). Clone UNQ263 (DNA40625- 1 1 89) has been 
deposited with ATCC and is assigned ATCC deposit no. 209788. 

Analysis of the amino acid sequence of the full-length PRO300 polypeptide suggests that portions of 
it possess significant homology to the Diff 33 protein. More specifically, an analysis of the Dayhoff database 
(version 35.45 SwissProt 35) evidenced significant homology between the PRO300 amino acid sequence and the 
following DayhofT sequence, HSU49I881. 

EXAMPLE 6: Isolation of cDNA Clones Encoding Human PRQ284 

Two cDNA sequences were isolated in the amylase screen described in Example 2 and those cDNA 
sequences are herein designated DNA12982 (see Figure 12; human placenta-derived) and DNA 15886 (see Figure 
13; human salivary gland-derived). The DNA12982 and DNA15886 sequences were then clustered and aligned, 
giving rise to a consensus nucleotide sequence herein designated DNA18832. 

Based on the DNA 1 8832 consensus sequence , oligonucleotide probes were generated and used to screen 
a human placenta library (UB89) prepared as described in paragraph 1 of Example 2 above. The cloning vector 
was pRK5B (pRK5B is a precursor of pRK5D that does not contain the SRI site; see, Holmes et ah. Science . 
253: 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 < 18832.est.n 5'TCflTArAfiTTA rnrrrrrrr.^ (SEQ ID NO:3I) 
forward PCR primer 2 n8832.fi y-CnTGAaaAaraTr aha Ar^r..r (S EQ ID NO:32) 
reverse PCR primer (18832.rt 5'ATAACfiAATfiA AarrTarra-v (SEQ ID NO:33) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA18832 sequence 
which had the following nucleotide sequence 
hybridization probe (18832.p> 

5'-GCTAATATCTGTAAGACGGCAGCTACAGCAGGCATCATTG-3- (SEQ ID NO:34) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0284 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 167-169 and ending at the stop codon found at nucleotide 
positions 1022-1024 (Figure 10; SEQ ID NO:27). The predicted polypeptide precursor is 285 amino acids long, 
has a calculated molecular weight of approximately 32,190 daltons and an estimated pi of approximately 9.03. 
Analysis of the full-length PR0284 sequence shown in Figure 1 1 (SEQ ID NO:28) evidences the presence of 
the following: a signal peptide from about amino acid I to about amino acid 24, transmembrane domains from 
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about amino acid 76 to about amino acid % and from about amino acid 171 to about amino acid 195 and a 
potential N-glycosylation site from about amino acid 1 53 to about amino acid 156. Clone UNQ247 (DNA233 1 8- 
121 1) has been deposited with ATCC on April 21, 1998 and is assigned ATCC deposit no. 209787. 

Analysis of the amino acid sequence of the full-length PR0284 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0284 amino acid sequence and the 
following Dayhoff sequences, JQ0124, CELE04A4_5, AB006451J, AF030162_I, IM23 YEAST, S71194, 
NIA CUCMA, IM 17 YEAST, 150479 and HUMZFHP l. 

EXAMPLE 7: Isolation of cDNA Clones Encoding Human PRQ296 

A cDNA sequence isolated in the amylase screen as described in Example 2 above was found, by 
BLAST and Fast A sequence alignment, to have sequence homology to a nucleotide sequence encoding sarcoma- 
associated protein SAS. This cDNA sequence is herein designated DNA23020 (see Figure 16). The DNA23020 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ ™, Incyte Pharmaceuticals, Palo 
Alto, CA) to identify existing homologies. The homology search was performed using the computer program 
BLAST or BLAST2 (Altshul et al. , Methods in Enzymolnpy ^a^nft-fiooq) Those comparisons resulting 
in a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington; http://bozeman.mbt. wasmngtonxdu/phrap.docs/phrap.html). The consensus sequence 
obtained therefrom is herein designated DNA35858. Two proprietary Genentech ESTs were employed in the 
assembly wherein those EST sequences are herein identified as DNA21971 (Figure 17; SEQ ID NO:38) and 
DNA29037 (Figure 18; SEQ ID NO:39). 

Based on the DNA35858 consensus sequence, oligonucleotide probes were generated and used to screen 
a human Iddney libi^ aiB228) library prepared as described in paragraph 1 of Example 2 above. Thecloning 
vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al.. 
Science, 253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PGR primer 1 -f35RSK.fi) V-APPr ACmr^^tyrforTQCC y (SEQ ID NQ: 40) 
forward PCR primer 2 (35858, f2) V.nAfiAATATf;rrnp. A r rArT r T y (SEQ ID NO: 4i) 
reverse PCR primer (35858.rlV V-AGGA ATdCArTArm^YTrGCGCGG V (SEQ ID NO:42) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35858 
sequence which had the following nucleotide sequence 
hybridization probe f358Sft pi) 

5 ' -GGCCCC A A AGGC AAGG AC AAAGC AGCTGTC AGGG AACCTCCGCCG-3 ' (SEQ ID NO:43) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
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isolate clones encoding the PR0296 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translation! initiation site at nucleotide positions 174-176 and ending at the stop codon found at nucleotide 
positions 786-788 (Figure 14; SEQ ID NO:35). The predicted polypeptide precursor is 204 amino acids long, 
has a calculated molecular weight of approximately 22,147 daltons and an estimated pi of approximately 8.37. 
Analysis of the full-length PRQ296 sequence shown in Figure 15 (SEQ ID NO:36) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 34 and transmembrane domains from 
about amino acid 47 to about amino acid 63, from about amino acid 72 to about amino acid 95 and from about 
amino acid 162 to about amino acid 182. Clone UNQ260 (DNA39979-1213) has been deposited with ATCC 
on April 2 1 , 1 998 and is assigned ATCC deposit no. 209789. 

Analysis of the amino acid sequence of the full-length PR0296 polypeptide suggests that it possesses 
significant sequence similarity to the sarcoma-amplified SAS protein, thereby indicating that PR0296 may be 
a novel SAS homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PR0296 amino acid sequence and the following Dayhoff sequences, 
158391, GEN 1 1061, SSC2B041 , HSU81031_2, CD63_RAT,CD63_MOUSE,CD63_HUMAN,AF022813J, 
CD63 RABIT and CO02 HUMAN. 

EXAMPLE 8: Isolation of cDNA Clones Encoding Human PRQ329 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35612. Based on the DNA35612 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRQ329. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 Q5612.fn 5 -TOann araTrrrr ATRr..r (SEQ ID NO:46) 
forward PCR primer 2 f35612.f2) V-TTTrr Anrr^rA ATT^Tr V (SEQ ID NO:47) 
reverse PCR primer 1 (35612.f 1) 5 '-AGTTCTTGG ACTGTGATAGCC AC-3 * (SEQ ID NO:48) 
reverse PCR primer 2 H5612 r2) 5 *-AAACTTGGTTGTCCTCAGTGGCTG-3 ' (SEQ ID NO:49) 
Additionally, a synthetic ohgonucleotide hybridization probe was constructed from the consensus DNA35612 
sequence which had the following nucleotide sequence 
hybridization probe (356]2.pl) 

5 -GTGAGGGACCTGTCTGCACrGAGGAGAGCAGCTGCCACACGGAGG-3' (SEQ ID NO:50) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR ampuficatton with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0329 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB6). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PR0329 [herein designated as UNQ291 (DNA40594-1233)) (SEQ ID NO:44) and the derived protein sequence 
forPR0329. 

The entire nucleotide sequence of UNQ291 (DNA40594-I233) is shown in Figure 19 (SEQ ID NO:44). 
Clone UNQ291 (DNA40594-1233) contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 9-1 1 and ending at the stop codon at nucleotide positions 1086-1088 (Figure 19). The 
5 predicted polypeptide precursor is 359 amino acids long (Figure 20). The full-length PR0329 protein shown 
in Figure 20 has an estimated molecular weight of about 38,899 daltons and a pi of about 5.21. Clone UNQ29I 
(DNA40594-I233) has been deposited with ATCC on February 5, 1998 and is assigned ATCC deposit no, 
209617. 

Analysis of the amino acid sequence of the full-length PR0329 polypeptide suggests that it possesses 
10 significant sequence similarity to a high affinity immunoglobulin F c receptor protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the 
PR0329 amino acid sequence and the following Dayhoff sequences, FCG1_HUMAN, FCG0 HUMAN, 
P_R91439, P_R22549, P_R9I438, P W00859, P_R2081 1 , P_R22550, HUMCD6406_1 and FCG i_MOUSE. 

15 EXAMPLE 9 : Isolation of cDNA Clones Encoding Human PRQ362 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42257. Based on the DNA42257 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

20 PR0362. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 (42257 fn 5*-T ATCPPTrr* A ATTfs a cic a CTrrnn-i * (SEQ ID NO: 53) 
forward PCR primer 2 (42257 m S'-OTCfinA AH Af ATrrr a ap a ao.v (SEQ ID NO:54) 
reverse PCR primer 1 (42257. rl^ 5 f -CTTC AC A Arnrrnrrnrnrrnr^n^ (SEQ ID NO:55) 
25 reverse PCR primer 2 (42257.r21 S'-AGCCAA ATrr Anr Ar.rrnr,rrrAr.r (SE q t D NO:56) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42257 
sequence which had the following nucleotide sequence 
hybridization probe (42257.pl) 

5 -TGGATGACCGG AGCCACTAC ACGTGTGAAGTCACCTGGCAG ACTCCTGAT-3 * (SEQ ID NO:57) 
30 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0362 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
35 PR0362 [herein designated as UNQ317 (DNA45416-1251)] (SEQ ID NO:51) and the derived protein sequence 
for PR0362. 
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Theentifen U cleoudeseq U eiKeofUNQ3I7(DNA45416-1251)isshov ra inFigure21 (SEQlDNO:51) 
a«UNQ^17(DNA45416-12SI)c^ 

site at nucleotide positions 1 19-121 and ending at the stop codon at nucleotide positions 1082-1084 (Figure 21). 
The predicted polypeptide precursor is 321 amino acids long (Figure 22). The full-length PR0362 protein shown 
in Rgure 2 has an estimated molecular weight of about 35.544 daltons and a pi of about 8.5 1 . Analysis of the 
5 ^ngthPR0362 P olype P udeasshownmFigure22evidence S ^ 

site at about amino acid 149 to about amino acid 152 and a transmembrane domain from about amino acid 276 
to about amino acid 306. Clone UNQ317 (DNA45416-1251) has been deposited with ATCC on February 5. 
1998 and is assigned ATGC deposit no. 209620. 

Analysis of the amino acid sequence of the full-length PR0362 polypeptide suggests that it possesses 
10 significant sequence similarity to the A33 antigen protein and the HCAR protein. More specifically, an analysis 
of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the PR0362 
amino acid sequence and the following Dayhoff sequences, AB002341_1, HSU55258_1. HSC7NRCAMJ, 
RNU81037_l, A33_HUMAN, P_W14158, NMNCAMRT1. HSTITINN2_1. S71824J and HSU63041_i~ 

15 EXAMPLE 10: Isolation of cDNA Clones Encoding Hiiman PRQ36T 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA42828. Based on the DNA42828 
• / consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library mat contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
20 PR0363. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer (47878 fl ) 5'-CCAGTGCACAGCAGGCAACGAAGC-3 ' (SEQ ID NO:60) 
reverse PCR primer (47878 rl) 5 *- ACTAGGCTGTATGCCTGGGTGGGC-3 ' (SEQ ID NO:61) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42828 
25 sequence which had the following nucleotide sequence 
hvbridization probe ( 4787R pi) 

5'-GTATGTACAAAGCATCGGCATGGTTGCAGGAGCAGTGACAGGC-3 (SEQ ID'NO:62) 

,In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0363 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRQ363 [herein designated as UNQ318 (DNA454I9-1252)J (SEQ ID NO:58) and the derived protein sequence 



30 



35 



for PR0363. 



The entire nucleotide sequence of UNQ318 (DNA45419-1252) is shown in Figure 23 (SEQ ID NO-58) 
Clone UNQ318 (DNA45419-1252) comains a single open reading frame with an apparent translation*! initiation 
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site at nucleotide positions 190-192 and ending at the stop codon at nucleotide positions 1309-131 1 (Figure 23). 
The predicted polypeptide precursor is 373 amino acids long (Figure 24). The full-length PR0363 protein shown 
in Figure 24 has an estimated molecular weight of about 41,281 daltons and a pi of about 8.33. A 
transmembrane domain exists at amino acids 221 to 254 of the amino acid sequence shown in Figure 24 (SEQ 
ID NO:59). The PR0363 polypeptide also possesses at least two myelin P0 protein domains from about amino 

5 acids 15 to 56 and from about amino acids 87 to 116. Clone UNQ318 (DNA454 19-1252) has been deposited 
with ATCC on February 5, 1998 and is assigned ATCC deposit no. 209616. 

Analysis of the amino acid sequence of the full-length PR0363 polypeptide suggests that it possesses 
significant sequence similarity to the cell surface protein HCAR, thereby indicating that PR0363 may be a novel 
HCAR homolog. More specifically f an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 

10 significant homology between the PR0363 amino acid sequence and the following Dayhoff sequences, 
HS46KDAJ, HSU90716J, MMCARH l, MMCARHOM1, MMU90715J, A33_HUMAN, P W14I46, 
PW14158, A42632 and B42632. 

EXAMPLE 11: Isolation of cDNA Clones Encoding Human PRQ868 
15 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA38133. Based on the DNA38133 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0868. 

20 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer (38133.fl> 5 ' -GTAGCAGTGC AC ATGGGGTGTTGG-3 * (SEQ ID NO:65) 
reverse PCR primer (38133. rl) 5 , -ACCGCACATCCTCAGTCTCTGTCC-3 , (SEQ ID NO:66) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA38133 
sequence which had the following nucleotide sequence 

25 hybridization probe (38133.dH 

5'-ACGATGATCGCGGGCTCCCTTCTCCTGCTTGGA (SEQ ID NO:67) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0868 gene using the probe oligonucleotide and one of the PCR primers. RNA 

30 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO868 [herein designated as UNQ437 (DNA52594-1270)] (SEQ ID NO:63) and the derived protein sequence 
forPR0868. 

The entire nucleotide sequence of UNQ437 (DNA52594-1270) is shown in Figure 25 (SEQ ID NO:63). 
35 Clone UNQ437 (DNA52594- 1270) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 325-327 and ending at the stop codon at nucleotide positions 2290-2292 (Figure 25). 
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The predicted polypeptide precursor is 655 amino acids long (Figure 26). The full-length PR0868 protein shown 
in Figure 26 has an estimated molecular weight of about 71 .845 daltpns and a pi of about 8.22. Analysis of the 
full-length PR0868 polypeptide sequence demonstrates the presence of conserved cysteme-containmg domains 
from about amino acid 66 to about amino acid 78 and from about amino acid 123 to about amino acid 134 of the 
sequence shown in Figure 26 (SEQ ID NO:3), a TNFR death domain from about amino acid 85 to about amino 
acid 110, a FASAmouse death domain block from about amino acid 159 to about amino acid 175 and a 
transmembrane domain from about amino acid 347 to about amino acid 375. Clone UNQ437 (DNA52594-I270) 
has been deposited with ATCC on March 17, 1998 and is assigned ATCC deposit no. 209679 

Analysis of the amino acid sequence of the full-length PRO868 polypeptide suggests that it possesses 
significant sequence similarity to the tumor necrosis factor receptor protein, thereby indicating that PR0868 may 
be a novel member of the tumor necrosis factor receptor family. More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced significant homology between the PRO868 amino acid sequence 
and the following Dayhoff sequences, RNU94330J, P R99933, P_R99945, P R99950, HSU94332 1, 
CD40_HUMAN, S63368J, TNR2_HUMAN, MVU87844 1 AND CVU87837 1. 

EXAMPLE 12: Isolation of cDNA Clones EncodfaiP Human PRQ38? 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30892. Based on the DNA30892 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0382. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -TG ACATCGCCCTTATGA AGCTGGC-3 ' (SEQ ID NO:70) 
reverse PCR primer 5'-TAC ACGTCCCTGTGGTTGCAGATC-3 ' (SEQ ID NO:71) 
Additionally, a synthetic oUgonucleotide hybridization probe was constructed from the consensus DNA30892 
sequence which had the following "nucleotide sequence 
hybridization probe 

5'-CGTTCAATGCAGAAATGATCCAGCCTGTGTGCCTGCCCAACTCTGAAGAG-3' (SEQ ID NO:72) 

In order tp screen several libraries for a source of a full-length clone. DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0382 gene using the probe oUgonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0382 (herein designated as UNQ323 (DNA45234-1277)J(SEQ ID NO:68) and the derived protein sequence 
for PR0382. 

The entire nucleotide sequence of UNQ323 (DNA45234-1277) is shown in Figure 27 (SEQ ID NO:68). 
Clone UNQ323 (DNA45234-1277) contains a single open reading frame with an apparent transiational initiation 
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site at nucleotide positions 126-128 and ending at the stop codon at nucleotide positions 1485-1487 (Figure 27). 
The predicted polypeptide precursor is 453 amino acids long (Figure 28). The full-length PR0382 protein shown 
in Figure 28 has an estimated molecular weight of about 49,334 daitons and a pi of about 6.32. Analysis of the 
native PR0382 amino acid sequence shown in Figure 28 (SEQ ID NO:69) indicates the presence of a putauve 
transmembrane domain from about amino acid 240 to about amino acid 284. a putative signal peptide at about 
amino acid 1 to about amino acid 20, a putative apple domain at about amino acid 386 to about amino acid 419, 
a putative Kringle domain at about amino acid 394 to about amino acid 406 and a hisiidine-containing protease, 
active site at about amino acid 253 to about amino acid 258. Clone UNQ323 (DNA45234-I277) has been 
deposited with ATCC on March 5, 1998 and is assigned ATCC deposit no. 209654. 

Analysis of the amino acid sequence of the full-length PR0382 polypeptide suggests that it possess 
significant homology to serine protease proteins, thereby indicating that PR0382 may be a novel serine protease. 
Specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology 
between the PR0382 amino acid sequenceand the followingDayhoff sequences, HSU75329 1, ENTK MOUSE. 
HEPSHUMAN, AF030065_1, HEPSJtAT, PLMNJ>IG, P_R89430, P_R89435, PLMNHORSE, 
PLMNBOVIN and P_R83959. 

EXAMPLE 13: Isolation of cDNA Clones Encoding Human PROS4S 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44706. An EST proprietary to 
Genentech was employed in the consensus assembly and is herein designated DNA13217 (Figure 31; SEQ ID 
NO:75). Based on the DNA44706 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR 
a cDNA library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full- 
length coding sequence for PR0545. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 1 5 ' -GTCTCAGCACGTGTTCTGGTCTCAGGG-3 * (SEQ ID NO:76) 
forward PCR primer 2 5 -CATGAGCATGTGCACGGC-3' (SEQ ID NO:77) 
forward PCR primer 3 5 -TACCTGCACGATCGGCAC-3\ (SEQ ID NO:78) 
forward PCR primer 4 V-CACTnanrArrrnrnjTc y (SEQ ID n6:73) 
reverse PCR primer 15 -CTCCAGGCT(K3TC^CCAAGTCCTTCC-3 , (SEQ ID NO:80) 
reverse PCR primer 2 S'-TCCCTGTTGGAlCTCTGCAGCTTCC-S ' (SEQ ID NO:81) 
reverse PCR primer 3 5 '-CTTCGCTGGG A AGAGTTTG-3 * (SEQ ID NO:82) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA44706 
sequence which had the following nucleotide sequence 
hybridization probe 

5'-GTGCAACCAACAGATACAAACTCTTCCCAGCGAAGAAGCTGAAAAGCGTC-3 , 
(SEQ ID NO:83) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
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screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0545 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human placenta tissue (LIB90). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0545 [herein designated as UNQ346 (DNA49624-1279)] (SEQ ID NO:73) and the derived protein sequence 
5 forPR0545. 

The entire nucleotide sequence of UNQ346 (DNA49624-1279) is shown in Figure 29 (SEQ ID NO:73). 
Clone UNQ346 (DNA49624-1279) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 3 1 1-3 13 and ending at the stop codon at nucleotide positions 25 16-251 8 (Figure 29). 
The predicted polypeptide precursor is 735 amino acids long (Figure 30). The full-length PR0545 protein shown 

10 in Figure 30 has an estimated molecular weight of about 80,177 daltons and a pi of about 7.08. Important 
regions of the PR0545 amino acid sequence include the signal peptide, corresponding to amino acids 1-28, five 
potential N-glycosylation sites, from about amino acid 111-114, amino acids 146-149, amino acids 348-351, 
amino acids 449-452, and amino acids 648-65 1 , and a neutral zinc metallopeptidase, zinc-binding region 
signature sequence, from about amino acids 344-353. Clone UNQ346 (DNA49624-1279) has been deposited 

15 with ATCC and is assigned ATCC deposit no. 209655. 

EXAMPLE 14 : Isolation of cDNA Clones Encoding Human PRQ617 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA42798. Based on the DNA42798 
20 sequence, oligonucleotides were synthesized: I) to identify by PCR a cDNA library that contained the sequence 

of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PR0617. 
A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 *- ACGGGC AC ACTGG ATCCC A A ATG-3 ' (SEQ ID NO:86) 

reverse PCR primer 5* -GGTAG AG ATGT AGAAGGGC AAGCAAG ACC-3 ' (SEQ ID NO: 87) 
25 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42798 

sequence which had the following nucleotide sequence 

hybridization probe 

5*-GCTCCCTACCCGTGCAGGTTTCITCATTTGTTCCTIT (SEQ ID NO:88) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
30 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO6I7 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0617 [herein designated as UNQ353 (DNA48309-1280)] (SEQ ID NO:I) and the derived protein sequence 
35 forPR0617. 

The entire nucleotide sequence of UNQ353 (DNA48309-1280) is shown in Figure 32 (SEQ ID NO:84). 
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Clone UNQ353 (DNA48309-1280) contains a single open reading frame with an apparent translations! initiation 

site at nucleotide positions 723-725 and ending at the stop codon at nucleotide positions 924-926 (Figure 32). 

The predicted polypeptide precursor is 67 amino acids long (Figure 33). The full-length PR0617 protein shown 

in Figure 33 has an estimated molecular weight of about 6,981 daltons and a pi of about 7.47. Analysis of the 

PR0617 amino acid sequence also evidences the existence of a putative signal peptide from about amino acid 
5 1 5 to about amino acid 27 and a putative protein kinase C phosphorylation site from about amino acid 4 1 to about 

amino acid 43. Clone UNQ353 (DNA48309-1280) has been deposited on March 5, 1998 with ATCC and is 

assigned ATCC deposit no. 2Q9656. 

Analysis of the amino acid sequence of the full-length PR0617 polypeptide suggests that it possesses 

significant homology to the CD24 protein^ thereby indicating that PR0617 may be a novel CD24 homolog. 
10 More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant 

homology between the PR0617 amino acid sequence and the following Dayhoff sequences, CD24HUMAN. 

CD24_MOUSE, S15785, CD24_RAT, VGE BPG4, MSE5 HUMAN, HSMHC3W36A_2, MLU15184J, P 

R85075, SEPL_HUMAN and MTCY63J3. 

15 EXAMPLE 15: Isolation of cDNA Clones Encoding Human PRO700 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30837. Based on the DNA30837 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

20 PRO700. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 1 S'-ATGTTCTTCGCC^rrTnfrra-v (SEQ ID NO:91) 

forward PCR primer 2 5 -CCAAGCCAACACACTCTACAG-3' (SEQ ID NO:92) 
reverse PGR primer 1 5 -AA(TrnnTrr^rTTnTnnA A r-r rTqc _ 3 * (SEQ ID NO:93) 
25 reverse PCR primer 2 5*-GT,TrA A Annnn at at ATnnnn An V (SEQ ID NO:94) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30837 
sequence which had the following nucleotide sequence 
hybridization probe 

5 t ^ATGGAAGATGCCAAAGTC^ATGTGGCTAAAGTGGACTGCACGGCCCA-3 , 
30 (SEQ ID NO:95) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO700 gene using me probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 



35 



DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PRO700 [herein designated as UNQ364 (DN A46776- 1284)] (SEQ ID NO:89) and the derived protein sequence 
forPRO700. 

The entire nucleotide sequence of UNQ364 (DNA46776-1284) is shown in Figure 34 (SEQ ID NO:89). 
Clone UNQ364 (DNA46776-1284) contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 33-35 and ending at the stop codon at nucleotide positions 1329-1331 (Figure 34). 

5 The predicted polypeptide precursor is 432 amino acids long (Figure 35). The full-length PRO700 protein shown 
in Figure 35 has an estimated molecular weight of about 47,629 daltons and a pi of about 5.90. Important 
regions of the amino acid sequence of PRO700 include the signal peptide, corresponding to amino acids from 
about 1 to 33, regions homologous to disulfide isomerase, corresponding to amino acids from about 82-99, 210- 
255, and 345-360, a tyrosine kinase phosphorylation site, corresponding to amino acids from about 143-151, 

10 and an endoplasmic reticulum targeting sequence;, corresponding to amino acids from about 429-432. Clone 
UNQ364 (DNA46776-1284) has been deposited with ATCC and is assigned ATCC Deposit No. 209721. 

EXAMPLE 16: Isolation of cDNA Clones Encoding Human PRO702 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
15 above, wherein the consensus sequence obtained is herein designated DNA36623. Based on the DNA36623 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO702. 

A pair of PCR primers (forward and reverse) were synthesized: 
20 forward PCR primer (36623 .fl V 5 ' -CGCTG ACTATGTTGCC A AG AGTGG-3 ' (SEQ ID NO:98) 
reverse PCR primer (36623. rl> 5 , -GATGATnGAGGCTCCATArrTrAr>-^' (SEQ ID NO: 99) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36623 
sequence which had the following nucleotide sequence 
hybridization probe (36623.pl) 
25 5'-GTGTTCATT(XXXjTGAATGACCT (SEQ ID NO: 100) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO702 gene using the probe oligonucleotide and one of the PCR primers. RN A 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 
30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

FRO702 [herein designated as UNQ366 (DNA50980-1286)] (SEQ ID NO:96) and the derived protein sequence 
forPRO702. 

The entire nucleotide sequence of UNQ366 (DNA50980-1286) is shown in Figure 36 (SEQ ID NO:96). 
Clone UNQ366 (DNA50980-1286) contains a single open reading frame with an apparent translational initiation 
35 site at nucleotide positions 22-24 and ending at the stop codon at nucleotide positions 853-855 (Figure 36). The 
predicted polypeptide precursor is 277 amino acids long (Figure 37). The full-length PRO702 protein shown 
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in Figure 37 has an estimated molecular weigh, of about 30.645 daltons and a pi of about 7.47. Analysis of the 
full-length native PRO702 ammo acid sequence evidences the presence of a putative signal peptide from about 
ammo actd 1 to about amino acid 25, potential N-glycosylation sites from about amino acid 230 to about amino 
actd 233 and from about amino acid 258 to about amino acid 261 and a C-rype lectin domain signamre sequence 
from about amino acid248 to about amino acid 270. Clone UNQ366 (DNA50980-1286) has been deposfted with 
AtCC on March 31, 1998 and is assigned ATCC deposit no, 209717. 

Analysis of the amino acid sequence of the full-length PRO702 polypeptide suggests that it possesses 
sigmfican, sequence similarity to the conglutinin protein, .hereby indicating that PRO702 may be a novel 
conglutinin homo.og. More specifically, an analysis of the Dayboff database (version 35.45 SwissPro, 35) 
ev.denced significant homology between the PRO702 amino acid sequence and toe following Dayhoff sequences 
S32436, P.R75642, P _W18780. P_W18781, A53330, AC002528 1, HSPPA2IC0 1. CA21 HUMAN 
CAl4_HUMAN and A61262. ~ * 

EXAMPLE 17: Isolation of cD NA Clones Fncoding Human pprrww 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43047. Based on the DNA43047 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library mat contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO703. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer S'-GAGAGCCATGGGGCTCCACCTG-3' (SEQ ID NO: 103) 
r everse PCR primer 1 5 '-GGAG A ATGTGGCCACAAC-3 ' (SEQ ID NO: 104) 
reverse PCR primer 2 5'-GCCCrGfjCACAGTGACTCCATAGACG-3' (SEQ ID NO:105) 
reverse PCR primer 3 5 ' - ATCCACTTC AGCGG ACAC-3 ' (SEQ ID NO:106) 

Additionally, a synthetic ohgonucleotide hybridization probe Was constructed from the consensus DNA40654 
5 sequence which had the following nucleotide sequence 
hybridization probe 

5--CCAGTGCCAGGATACCTCTCTTCCCCCCAGAGCATAACAGACACG-3" 
(SEQ ID NO: 107) 

In order to screen several libraries for a source of a full-length clone. DNA from the libraries was 
weened by PCR amplifica^^^^ A positive library was then 

used to tsolate clones encoding the PRO703 gene using the probe oligonucleotide and one of me PCR primers 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO703 [herein designated as UNQ367 (DNA50913-1287)] (SEQ ID NO:101) and the derived protein sequence 
forPRO703. 

The entire nucleotide sequence of UNQ367 (DNA50913-1287) is shown in Figure 38 (SEQ ID 

218 r 



10 



) 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCI7US99/05028 

NO: 101). Clone UNQ367 (DNA50913-I287) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 115-117 and ending at the stop codon at nucleotide positions 2305-2307 
(Figure 38). The predicted polypeptide precursor is 730 amino acids long (Figure 39). The full-length PRO703 
protein shown in Figure 39 has an estimated molecular weight of about 78,644 daltons, and a pi of about: 7.65. 
important regions of the PRO703 amino acid sequence include the signal peptide, a cAMP- and cGMP-dependent 
protein kinase phosphorylation site, a CUB domain protein motif, N-glycosylation sites and a putative AMP- 
binding domain signature. Clone UNQ367 (DNA509 13-1287) has been deposited with ATCC and is assigned 
ATCC deposit no. 209716. 

EXAMPLE 18: Isolation of cDNA Clones Encoding Human PRO705 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43437. Based on the DNA43437 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO705. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 , -AAGCGTGACAGCGt5GCACGTC-3 t (SEQ ID NO:l 10) 
reyerse£CR^imer 5 ' -TGC ACAGTCTCTGC AGTGCCC A(jG-3 ' (SEQ ID NO: 111) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43437 
sequence which had the following nucleotide sequence 
hybridization probe (43437.pl) 

5 AATGCFGG AACGGGCAC ACC AAAGCC AG ATACTTGCCTG-3 * (SEQ ID NO: 1 12) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO705 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO705 [herein designated as UNQ369 (DNA50914-1289)] (SEQ ID NO: 108) and the derived protein sequence 
for PRO705. 

The entire nucleotide sequence of UNQ369 (DNA50914 -1289) is shown in Figure 40 (SEQ ID 
NO; 108). Clone UNQ369 (DNA50914-1289) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 566-568 and ending at the stop codon at nucleotide positions 2231-2233 
(Figure 40). The predicted polypeptide precursor is 555 amino acids long (Figure 41). The full-length PRO705 
protein shown in Figure 41 has an estimated molecular weight of about 62,736 daltons and a pi of about 5.36. 
Analysis of the full-length PRO705 sequence as shown in Figure 41 evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 23, a eukaryotic DNA topoisomerase I active site 
from about amino acid 418 to about amino acid 436, and various regions that show homology to various glypican 
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proteins from about amino acid 237 to about amino acid 279, about amino acid 421 to about amino acid 458, 
about amino acid 53 to about amino acid 74, about amino acid 466 to about amino acid 504, about amino acid 
308 to about amino acid 355, about amino acid 104 to about amino acid 156 and about amino acid 379 to about 
amino acid 410. Clone UNQ369 (DNA50914-1289) has been deposited with ATCC on March 31, 1998 and is 
assigned ATCC deposit no.209722. 

5 Analysis of the amino acid sequence of the full-length PRO705 polypeptide suggests that it possesses 

significant sequence similarity to the K-glypican protein, thereby indicating that PRO705 may be a novel glypican 
protein family member. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PRO705 amino acid sequence and the following Dayhoff sequences, 
GPCKMOUSE, GLYP_CHICK, GLYP RAT, GLYPHUMAN, GPC2RAT, GPC5 HUMAN, 

10 GPC3_HUMAN, GPC3_RAT, P_R30168 and CEC03H12JL 

EXAMPLE 19: Isolation of cDNA Clones Encoding Human PRO708 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34024. Based on the DNA34024 
15 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO708. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-CCCAACCCAACTGTTTACCTCTC»G-T (SEQ ID NO:115) 
20 reverse PCR primer 5 ' -CTCTCTG AGTGTAC ATCTGTGTGG-3 * (SEQ ID NO: 1 16) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34024 
sequence which had the following nucleotide sequence 
hybridization probe 

5 ; -GCC ACCCTACCTC AG A A ACTG AAGG AGGTTGGr^ * (SEQ ID 

.25 NO: 117) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO708 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LJB255). 
30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO708 therein designated as UNQ372 (DNA48296-1292)] (SEQ ID NO: 113) and the derived protein sequence 
for PRO708. , 

The entire nucleotide sequence of UNQ372 (DNA48296-1292) is shown in Figures 42A-B (SEQ ID 
* NO: 1 13). Clone UNQ372 (DNA48296-1292) contains a single open reading frame with an apparent translational 
35 initiation site at nucleotide positions 891-893 and ending at the stop codon at nucleotide positions 2436-2438 
(Figures 42A-B). The predicted polypeptide precursor is 515 amino acids long (Figure 43). The full-length 
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PRO708 protein shown in Figure 43 has an estimated molecular weight of about 56,885 daltons and a pi of about 
6.49. Analysis of the PRO708 amino acid sequence shown in Figure 43 (SEQ ID NO: 1 14) evidences the 
existence of a putative signal peptide at about amino acid 1 to about amino acid 37, putative sulfatase signature 
sequences at about amino acid 120 to about amino acid 132 and about amino acid 168 to about amino acid 177, 
a putative tyrosine kinase phosphorylation site from about amino acid 163 to about amino acid 169 and potential 
N-glycosylation sites from about amino acid 157 to about amino acid 160, about amino acid 306 to about amino 
acid 309 and about amino acid 318 to about amino acid 321. Clone UNQ372 (DNA48296-1292) has been 
deposited with ATCC on March 11, 1998 and is assigned ATCC deposit no. 209668. 

Analysis of the amino acid sequence of the full-length PRO708 polypeptide suggests that it possesses 
significant homology to the aryl sulfatase proteins, thereby indicating that PRO708 may be a novel aryl sulfatase 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO708 amino acid sequence and the following Dayhoff sequences, 
ARSBHUMAN, CELC54D2^2, G02857, STS_HUM AN, 137186, 137187, GEN 12648, CELD1014_7, 
GA6SHUMAN and SPHM_HUMAN. 

15 EXAMPLE 20: Isolation of cDNA Clones Encoding Human PRO320 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA28739. Based on the DNA28739 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

20 PRO320. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5*-CCTCAGTGGCCACATGOTCATG-3 ' (SEQ ID NO: 120) 
reverse PCR primer 5 * -GGCTGC ACGTATGGCTATCC ATAG-3 ' (SEQ ID NO: 121) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28739 
25 sequence which had the following nucleotide sequence 
hybridization probe 

5 '-GATAAACTGTCAGTACAGCTGTGA AGACACAQ AAG AAGGGCC ACAGTGCC-3 1 (SEQ ID NO: 122) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
30 isolate clones encoding the PRO320 gene using the probe oligonucleotide and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB25). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO320 [herein designated as UNQ281 (DNA32284-1307)] (SEQ ID NO: 1 18) and the derived protein sequence 

for PRO320. 

The entire nucleotide sequence of UNQ281 (DNA32284-1307) is shown in Figure 44 (SEQ ID 
NO:118). Clone UNQ281 (DNA32284- 1307) contains a single open reaomg frame wim an apparent tramlau^^ 
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initiation site at nucleotide positions 135-137 and ending at the stop codon at nucleotide positions 1 149-1 151 
(Figure 44). The predicted polypeptide precursor is 338 amino acids long (Figure 45). The full-length PRO320 
protein shown in Figure 45 has an estimated molecular weight of about 37, 143 daltons and a pi of about 8.92. 
Important regions of the PRO320 amino acid sequence include the signal peptide, corresponding to amino acids 
1-21, an EGF-like domain cysteine pattern signature, corresponding to amino acids 80-91, and three calcium- 
5 binding EGF-like domains, corresponding to amino acids 103-124, 230-151 and 185-206, respectively. Clone 
UNQ281 (DNA32284-1307) has been deposited with ATCC and is assigned ATCC deposit no. 209670. 

EXAMPLE 21: Isolation of cDNA Clones Encoding Human PRQ324 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
10 above, wherein the consensus sequence obtained is herein designated DNA34347. Based on the DNA34347 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full : length coding sequence for 
PR0324. 

PCR primers (forward and reverse) were synthesized: 
15 forward PCR primer 1 5 , -GCAATCAACrrGGGAGrTnrvv (SEQ ID NO: 125) 
forward PCR primer 2 5 -CTGTGAATAGC ATCrTOaa-V (SEQ ID NO; 126) 
forward PCR primer 3 5 * -CTTTTC A AGCT! A PTOn A nncux ' (SEQ ID NO: 127) 
reverse PCR primer 1 5*-CTGTAGACATCCAAGCTGGTATCC-3* (SEQ ID NO: 128) 
reverse PCR primer 2 ^'-AAGAGTCTGCATCCACACCACTC^ (SEQ ID NO: 129) 
20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34347 
sequence which had the following nucleotide sequence 
hybridization probe 

5 f -ACCTGACGCTACTATGGGCCGAGTG (SEQ ID NO: 130) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
25 screened by PCR amplification with one of the PCR primer pairs identified above . A positive library was then 
used to isolate clones encoding the PR0324 gene using the probe oligonucleotide and one of the PCR primers. 
RN A for construction of the cDN A libraries was isolated from human fetal liver tissue (LIB6). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0324 [herein designated as UNQ285 (DNA36343- 1 3 10)] (SEQ ID NO: 123) and the derived protein sequence 
30 for PR0324. 

The entire nucleotide sequence of UNQ285 (DNA36343-1310) is shown in Figure 46 (SEQ ID 
NO:123). Clone UNQ285(DNA36343-1310)conte^ 

initiation site at nucleotide positions 144-146 and ending at the stop codon at nucleotide positions 1011-1013 
(Figure 46). The predicted polypeptide precursor: is 289 amino acids long (Figure 47). The full-length PR0324 
35 protein shown in Figure 47 has an estimated molecular weight of about 32,268 daltons and a pi of about 9:21 . 
Analysis of the PR0324 polypeptide sequence shown in Figure 47 (SEQ ID NO: 1 24) evidence the presence of 
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the following: a signal peptide from about amino acid 1 to about amino acid 31 , a transmembrane domain from 
about amino acid 136 to about amino acid 157, tyrosine kinase phosphorylation sites from about amino acid 106 
or about amino acid 107 to about amino acid 113 and regions that are homologous to short-chain alcohol 
dehydrogenase regions from about amino acid 80 to about amino acid 90, from about amino acid 131 to about 
amino acid 168, from about amino acid 1 to about amino acid 13 and from about amino acid 176 to about amino 
5 acid 1 85 Clone UNQ285 (DN A36343-1 3 10) has been deposited with ATCC on March 30, 1 998 and is assigned 
ATCC deposit no. 209718. 

Analysis of the amino acid sequence of the full-length PR0324 polypeptide suggests that it possesses 
significant sequence similarity to oxidoreductases, thereby indicating that PR0324 may be a novel oxidoreductase 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
10 significant homology between the PR0324 amino acid sequence and the following Dayhoff sequences, B61209, 
A69965, YQJQJBACSU, D69930, S76124, FABG_ECOLI t C70023, S77280, FABGJVTOHA and MTV0136. 

EXAMPLE 22 : Isolation of cDNA Clones Encoding Human PRQ351 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
15 above, wherein the consensus sequence obtained is herein designated DNA35950, Based on the DNA35950 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0351. 

Forward and reverse PCR primers were synthesized: 
20 forward PCR primer S^CXrrGTGCrnTarrTraAnrrTnAn.'x* ( SE q t D N0: 133) 
reverse PCR primer 5 1 -GTfiOfiC A fif? A fiTT A nc A cnncnTr'.'x 1 ( SE q id NO:134) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35950 
sequence which had the following nucleotide sequence 
hybridization probe 

25 ^^GGCTGGCATCATCAGCTTTGCATCAAGCTGTGCCCAGGAGGACGC^' 
(SEQ ID NO: 135) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRQ35 1 gene using the probe oligonucleotide and one of the PCR primers. 
30 RNA for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB230). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0351 [herein designated as UNQ308(DNA40571-1315)] (SEQ ID NO: 131) ami the derived protein sequence 
forPR0351. 

The entire nucleotide sequence of UNQ308 (DNA40571-I3I5) is shown in Figure 48 (SEQ ID 
35 NO:I31). Clone UNQ308 (DNA40571-1315) contains two open reading frames with an apparent translation^ 
initiation site at nucleotide positions 189-191 and a second open reading frame beginning at nucleotide 470, with 

223 



SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCTAJS99/05028 

the two open reading frames ending at the stop codons at nucleotide positions 363-365 and 2009-2011, 
respectively (Figure 48). The predicted polypeptide precursor is 57 1 amino acids long (Figure 49). Important 
regions of the amino acid sequence of PR0351 include the signal peptide, regions having sequence similarity 
to serine proteases of the trypsin family, two N-glycosylation sites, and three Kringle domains. Clone UNQ308 
(DNA40571-13I5) has been deposited with ATCC and is assigned ATCC deposit no. 209784. 

5 . 

EXAMPLE 23: Isolation of cDNA Clones Encoding Human PRQ352 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA36950. Based on the DNA36950 

consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
10 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

PR0352. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 , -CTGGCACAGCTCAACCTCATCTGG-3* (SEQ ID NO: 138) 
forward PCR primer 2 5 ' -GCTGTCTGTCTGTCTC ATTG-3 ' (SEQ ID NO: 139) 

15 forward PCR primer 3 5 ' -GG AC AC AGT AT ACTG ACC AC-3 * (SEP ID NO: 140) 

reverse PCR primer 1 5*-TGCGAACCAGGCAGCTGTAAGTGC-3* (SEQ ID NO: 141) 

reverse PCR primer 2 5 ' -TGG A AGAAG AGGGTGGTG ATGTGG-3 * (SEQ ID NO: 142) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36950 

sequence which had the following nucleotide sequence 

20 hybridization probe 

5 1 -C AGCTG AC AG AC ACC AAAC AGCTGGTGC AC AGTTTC ACCG AAGGC-3 ' (SEQ ID NO: 143) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRQ352 gene using the probe oligonucleotide and one of the PCR primers. RNA 

25 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LJB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0352 [herein designated as UNQ309 (DNA41386-1316)] (SEQ ID NO: 136) and the derived protein sequence 
for PR0352. 

The entire nucleotide sequence of UNQ309 (DNA41386-1316) is shown in Figure 50 (SEQ ID 
30 NO : 1 36). Clone UNQ309 (DNA4 1 386- 1316) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 152-154 and ending at the stop codon at nucleotide positions 1 100-1 102 
(Figure 50). The predicted polypeptide precursor is 316 amino acids long (Figure 51). The full-length PR0352 
protein shown in Figure 2 has an estimated pi of about 4.62. Analysis of the full-length PR0352 sequence 
evidences the presence of a signal peptide from about amino acid 1 to about amino acid 28, a transmembrane 
35 domain from about amino acid 251 to about amino acid 270, potential N-glycosylation sites from about amino 
acid 91 to about amino acid 94, about amino acid 104 to about amino acid 107, about amino acid 189 to about 
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amino acid 192 and about amino acid 215 to about amino acid 218 and a region having homology to 
immunoglobulins and MHC from about amino acid 217 to about amino acid 234. Clone UNQ309 (DNA41386- 
1316) has been deposited with ATCC on March 26, 1998 and is assigned ATCC deposit no. 209703. 

Analysis of the amino acid sequence of the full-length PR0352 polypeptide suggests that it possesses 
significant sequence similarity to the butyrophilin protein, thereby indicating that PR0352 is a novel butyrophilin 
5 homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0352 amino acid sequence and the following Dayhoff sequences, 
BUTYHUMAN, HSB73J, GGCD80J. 146690, A33_HUMAN, P_R67988, CD86_MOUSE, P_R71360. 
B39371 and D50558J . 

10 EXAMPLE 24: Isolation of cDNA Clones Encoding Human PRmai 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39651, Based on the DNA39651 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

15 PR0381. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 -CTTTCC1TGCTTCAGCAACATGAGGC-3' (SEQ ID NO: 146) 
reverse PCR primer 5-GCCCAGAGCAGGAGGAATGATGAGC-3' (SEQ ID NO: 147) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39651 
20 sequence which had the following nucleotide sequence 
hybridizat ion probe 

5 '^TGGAACGCGGTCTTG ACTCTGTTCGTC ACTT^ • (SEQ , D NO , 148) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0381 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal Jcidney tissue (LTO227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0381 [herein designated as UNQ322 (DNA44194-1317)} (SEQ ID NO: 144) and the derived protein sequence 
forPR0381. 

The entire nucleotide sequence of UNQ322 (DNA44194-1317) is shown in Figure 52 (SEQ ID 
NO:144). Clone UNQ322 (DNA44194-13 17)contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 174-176 and ending at the stop codon at nucleotide positions 807-809 
(Figure 52). The predicted polypeptide precursor is 21 1 amino acids long (Figure 53). The full-length PR038 1 
protein shown in Figure 53 has an estimated molecular weight of about 24, 172 daltons and a pi of about 5.99. 
Analysis of the full-length PR0381 polypeptide shown in Figure 53 (SEQ ID NO: 145) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 20. a potential N-glycosylation 
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site from about amino acid 176 to about amino acid 179, potential casein kinase II phosphorylation sites from 
about amino acid 143 to about amino acid 146, from about amino acid 156 to about amino acid 159, from about 
amino acid 178 to about amino acid 181, and from about amino acid 200 to about amino acid 203, an 
endoplasmic reticulum targeting sequence from about amino acid 208 to about amino acid 211, FKBP-type 
peptidyl-prolyl cis-trans isomerase sites from about amino acid 78 to about amino acid 1 14 and from about amino 
acid 1 1.8 to about amino acid 131 , EF-hand calcium binding domains from about amino acid 191 to about amino 
acid 203, from about amino acid 184 to about amino acid 203 and from about amino acid 140 to about amino 
acid 159, and an S-100/ICaBP type calcium binding domain from about amino acid 183 to about amino acid 203. 
Clone UNQ322 (DNA44194-1317) has been deposited with ATCC on April 28, 1998 and is assigned ATGC 
deposit no. 209808. 

Analysis of the amino acid sequence of the full-length PR0381 polypeptide suggests that it possesses 
significant sequence similarity to FKBP immunophilin proteins, thereby indicating that PR0381 may be a novel 
FKBP immunophilin homolog. More specifically, an analysis of the Dayhoff database (version 35145 SwissProt 
35) evidenced significant homology between the PR0381 amino acid sequence and the following Dayhoff 
sequences, AF040252J, 149669, P_R93551, S71238, CELC05C8J, CEU27353J, MIP TRYCR. 
CEZC455_3, FKB4 HUMAN and 14071 8. 

EXAMPLE 25: Isolation of cDNA Clones Encoding Human PRQ386 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example I 
above, wherein the consensus sequence obtained is herein designated DNA40674. Two proprietary Genentech 
EST sequences were employed in the consensus sequence assembly, wherein those EST sequences are herein 
designated DNA23350 (Figure 56; SEQ ID NO: 151) and DNA23536 (Figure 57; SEQ ID NO: 152). Based on 
the DNA40674 consensus sequence, oligonucleotides were synthesized: I) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PR0386. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -ACGG AGCATGG AGGTCC AC AGTAC-3 ' (SEQ ID NO: 153) 
reverse PCR primer 5' -GCACGTTTGTQAGC ATCACCGAC-3 * (SEQ ID NO:154) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40674 
sequence which had the following nucleotide sequence 
hybridization probe 

5'^GCCTGCCCTGCACCTTCAACT^ (SEQ ID NO: i55) 

In order to screen several libraries for a source of a^full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0386 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB 153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PR0386 [herein designated as UNQ326 (DNA45415-13 18)] (SEQ ID NO: 149) and the derived protein sequence 
for PR0386. 

The entire nucleotide sequence of UNQ326 (DNA45415-1318) is shown in Figure 54 (SEQ ID 
NO: 1 49) . Clone UNQ326 (DNA454 15-1318) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 146-148 and ending at the stop codon at nucleotide positions 791 793 
5 (Figure 54). The predicted polypeptide precursor is 215 amino acids long (Figure 55). The full-length PR0386 
protein shown in Figure 55 has an estimated molecular weight of about 24,326 daltons and a pi of about 6.32. 
Analysis of the full-length PR0386 sequence shown in Figure 55 (SEQ ID NO: 150) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane domain from 
about amino acid 161 to about amino acid 179, an immunoglobulin-like fold from about amino acid 83 to about 

10 amino acid 127 and potential N-glycosylation sites from about amino acid 42 to about amino acid 45, from about - 
amino acid 66 to about amino acid 69 and from about amino acid 74 to about amino acid 77. Clone UNQ326 
(DNA45415-13 18) has been deposited with ATCC on April 28, 1998 and is assigned ATCC deposit no. 209810. 

Analysis of the amino acid sequence of the full-length PR0386 polypeptide suggests that it possesses 
significant sequence similarity to the sodium channel beta-2 subunit, thereby indicating that PR0386 is a novel 

15 homolog thereof. More specifically, an analysis of the Dayhoff database (version 35.45 SwtssProt 35) evidenced 
significant homology between the PR0386 amino acid sequence and the following Dayhoff sequences, A57843, 
MYPOHUMAN , GEN 1453 1 , JC4024 , HS46KDAJ , HSU907 1 6_I , D86996_2, MUSIGLVDJ , DMU42768J 
and S 19247^ 

20 EXAMPLE 26: Isolation of cDNA Clones Encoding Human PRO540 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39631. Based on the DNA39631 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

25 PRO540. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 ' -CTGGGGCT AC AC ACGGGGTG AGG-3 * (SEQ ID NO: 158) 
reverse PCR primer 5;-GGTGCCGCTGCAGA AAGTAGAGCG-3 1 (SEQ ID NO: 1 59) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40654 
30 sequence which had the following nucleotide sequence 
hybridization probe 

5 , -GCCCCAAATGAAAACGGGCCCTACTTCCTGGCCCTCCGCGAGATG-3 * 
(SEQ ID NO: 160) 

In order to screen several libraries for, a source of a full-length clone, DNA from the libraries was 
35 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO540 gene using the probe oligonucleotide and one of the PCR primers. 
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RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO540 [herein designated as UNQ34 1 (DNA44189-1322)] (SEQ ID NO: 156) and the derived protein sequence 
for PROMO. 

The entire nucleotide sequence of UNQ341 (DNA44189-I322) is shown in Figure 58 (SEQ ID 
NO: 156). Clone UNQ34 1 (DNA44 189- 1322) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 21-23 and ending at the stop codon at nucleotide positions 1257-1259 
(Figure 58). The predicted polypeptide precursor is 4 12 amino acids long (Figure 59). The full-length PROMO 
protein shown in Figure 59 has an estimated molecular weight of about 46,658 daltons and a pi of about 6.65. 
Important regions of the amino acid sequence of PRO540 include the signal peptide, potential N-glycosylation 
sites, a potential lipid substrate binding site, a sequence typical of lipases and serine proteins, and a beta- 
transducin family Trp-Asp repeat. Clone UNQ341 (DNA44 189- 1322) has been deposited with ATCC and is 
assigned ATCC deposit no. 209699. 

EXAMPLE 27: Isolation of cDNA Clones Encoding Human PRQ615 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42240. Based on the DNA42240 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0615. 

20 Forward and reverse PCR primers were synthesized: 

forward PCR primer 5 ' -TGGTCTTCGCCTTG ATCGTGTTCT-3 * (SEQ ID NO: 163) 
forward PCR primer 5*-GTGTACTGAGCGGCGGTTAG-3* (SEQ ID NOM64) 
reverse PCR primer 5 '-CTGAAGGTGATGGCTGCCCTCAC-3 ' (SEQ ID NO: 165) 
reverse PCR primer 5 *-CCAGG AGGCTCATGGGAAAGTCC-3 * (SEQ ID NO: 166) 

25 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42240 
sequence which had the following nucleotide sequence: 
hybridization probe 

5-CCACGAGTCTAAGCAGATCTACTGCGTGTTCAACCGCAACGAGGATGCCT-3- 
(SEQ ID NO: 167) 

30 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with one of the PCR primer pairs identified above: A positive library was then 
used to isolate clones encoding the PR06I5 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0615 [herein designated as UNQ352 (DNA48304-I323)J (SEQ ID NO: 161) and the derived protein sequence 



35 



for PR0615. 



228 



SUBSTITUTE SHEET (RULE 26) 



10 



WO 99/46281 PCT/US99/05028 

The entire nucleotide sequence of UNQ352 (DNA48304-1323) is shown in Figure 60 (SEQ ID 
NO: 161). Clone UNQ352 (DNA48304-1323) contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 51-53 and ending at the stop codon at nucleotide positions 723-725 (Figure 
60). The predicted polypeptide precursor is 224 amino acids long (Figure 61). The full-length PR06 15 protein 
shown in Figure 61 has an estimated molecular weight of about 24,810 daltons and a pi of about 4.75. 
Important regions of the amino , acid sequence of PR0615 include a type II transmembrane domain, 
corresponding to about amino acids 24^43, other transmembrane domains, corresponding to about amino acids 
74-90, 108-126, and 145-161, respectively, and a potential N-glycosylation site, corresponding to about amino 
acids 97-100. Clone UNQ352 (DNA48304- 1323) has been deposited with ATCC arid is assigned ATCC deposit 
no. 209811. 



EXAMPLE 28 : Isolation of cDNA Clones Encoding Human PRQ618 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30900. Based on the DNA3O90O 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
15 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO6I8. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 ' -TA AC AGCTGCCC ACTGCTTCC AGG-3 ' (SEQ ID NO:I71) 
reverse PCR primer 5 '-TAATCCAGCAGTGCAGGCCGGG-3 * (SEQ ID NO:172) 
20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30900 
sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -ATGGCCTCCACGGTGCTGTGGACCGTGTTCCTGGGCAAGGTGTGGC AG AA-3 * 
(SEQ ID NO: 173) 

25 Screening of the above described library gave rise to the partial cDNA clone designated herein 

DNA35597(SEQIDNO:170). Extension of this sequence using repeated cycles of BLAST and phrap gave rise 
to a nucleotide sequence designated herein as DNA43335. Primers based upon the DNA43335 consensus 
sequence were then prepared as follows. 

forward PCR primer 5*-TGCCT ATGCACTGAGG AGGC AG A AG-V (SEQ ID NQ174) 
30 reverse PCR primer 5 '-AGGCAGGGACACAG AGTCCATTCAC-T (SEQ ID NO: 175) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43335 
sequence which had the following nucleotide sequence . 
hybridization probe 

5 '-AGTATG ATTTGCCGTGC ACCCAGGGCC AGTGGACGATCCAGAACAGGAGG-3 f 
35 (SEQ ID NO: 176) 

In order to screen several libraries for a source of a full-length clone, DNA from die libraries was 
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screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate full length clones encoding the PR0618 gene using the second probe oligonucleotide and one of 
the second set of PCR primers. RNA for construction of the cDNA libraries was isolated from human fetal liver 
tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0618 {herein designated as UNQ354 (DNA49 152-1324)1 (SEQ ID NO: 168) and the derived protein sequence 
for PR0618. 

The entire nucleotide sequence of UNQ354 (DNA49 152- 1324) is shown in Figure 62 (SEQ ID 
NO: 168). Clone UNQ354 (DNA49152-1324) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 73-75 and ending at the stop codon at nucleotide positions 2479-2481 
(Figure 62). The predicted polypeptide precursor is 802 amino acids long (Figure 63). The full-length PR0618 
protein shown in Figure 63 has an estimated molecular weight of about 88,846 daltons and a pi of about 6.4 1 ; 
Important regions of the amino acid sequence of PR0618 include type II transmembrane domain, a sequence 
typical of a protease, trypsin family, histidine active site, multiple N-glycosylation sites, two sequences typical 
of a Kringle domain, two regions having sequence similarity to Kallikrein light chain, and a region having 
sequence similarity to low-density lipoprotein receptor. Clone UNQ354 (DNA49152-1324) has been deposited 
with ATCC and is assigned ATCC deposit no. 209813. 

EXAMPLE 29: Isolation of cDNA Clones Encoding Human PRQ719 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44851. Based on the DNA44851 
consensus sequence, oligonucleotides were synthesized:. 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0719. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5*-GTG AGC ATG AGCGAGCCGTCC AC-3 * (SEQ ID NO: 179) 
reverse PCR primer 5 '-GCTATTAC AACGGTTCTTGCGGC AGC-3 * (SEQ ID NO: 180) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA44851 
sequence which had the following nucleotide sequence 
hybridization probe 

5*-TTGACTCTCTGGTGAATCAGG ACA AGCCGAGTTTTGCCTTCC AG-3 * (SEQ ID NO: 181) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0719 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human placenta tissue (LIB90). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0719 (herein designated as UNQ387 (DNA49646-1327)] (SEQ ID NO: 177) and the derived protein sequence 
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The entire nucleotide sequence of UNQ387 (DNA49646-1327) is shown in Figure 65 (SEQ ID 
NO: 177) . Clone UNQ387 (DNA49646- 1327) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 223-225 and ending at the stop codon at nucleotide positions 1285-1287 
(Figure 65). The predicted polypeptide precursor is 354 amino acids long (Figure 66). The full-length PR07I9 
protein shown in Figure 66 has an estimated molecular weight of about 39,362 daltons and a pi of about 8.35. 
Analysis of the full length PR0719 sequence evidences the presence of a signal peptide from about amino acid 
1 to about amino acid 16 as shown in Figure 66 (SEQ ID NO: 178), a Iipase-asspciated serine-containing active 
site at about amino acid 163 to about amino acid 172, and two potential N-giycosylation sites from about amino 
acid 80 to about amino acid 83 and about arninp acid 136 to about amino acid 139. Clone UNQ387 (DNA49646- 
1327) has been deposited with ATCC on March 26, 1998 and is assigned ATCC deposit no. 209705. 

Analysis of the amino acid sequence of the full-length PR0719 polypeptide suggests that it possesses 
significant sequence similarity to the lipoprotein lipase H protein, thereby indicating that PR0719 may be a novel 
lipoprotein lipase homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PR0719 amino acid sequence and the following Dayhoff 
sequences, LIPL_HUMAN, LIPH_HUMAN, D83548J , A24059_l, P_R30740, D88666_l , A43357, A46696, 
B43357 and A49488: 

EXAMPLE 30: Isolation of cDNA Clones Encoding Human PRQ724 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA35603. Based on the DNA35603 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0724. 

Pairs of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 -GGCTGTCACTGTGGAGACAC-3' (SEQ ID NO: 184) 
forward PCR primer 2 5 '-GCAAGGTCATTAC AGCTG-3 ' (SEQ ID NO:185) 
reverse PCR primer 1 5 ' - AG AACAT AGG AGC AGTCCC ACTC-3 * (SEQ ID NO: 186) 
reverse PCR primer 2 5'-TGCCTGCTGCTGCACAAT CTCAG-3' (SEQ ID NO: 187) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35603 
sequence which had the following nucleotide sequence 
hybridization probe 

5'-GGCT ATTGCTTGCCrTGGGACAGACCCTGTGG(^TAGGCTCTGGC-3 , (SEQ ID NO: 1 88) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0724 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0724 (herein designated as UNQ389 (DNA49631-1328)] (SEQ ID NO: 182) and the derived protein sequence 
forPR0724. 

The entire nucleotide sequence of UNQ389 (DNA4963 1-1328) is shown in Figure 67 (SEQ ID 
NO: 182). Clone UNQ389 (DNA4963 1-1328) contains a single open reading frame with an apparent translational 

5 initiation site at nucleotide positions 546-548 and ending at the stop codon at nucleotide positions 2685-2687 
(Figure 67). The predicted polypeptide precursor is 713 amino acids long (Figure 68). The full-length PR0724 
protein shown in Figure 68 has an estimated molecular weight of about 76,193 daltons and a pi of about 5.42. 
Analysis of the full-length PR0724 amino acid sequence shown in Figure 68 (SEQ ID NO: 183) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 16, a transmembrane 

10 domain from about amino acid 442 to about amino acid 462 and LDL receptor class A domain regions from 
about amino acid 152 to about amino acid 171, about ammo acid 33 1 to about amino acid 350, about amino acid 
374 to about amino acid 393 and about amino acid 411 to about amino acid 430. Clone UNQ389 (DNA49631- 
1328) has been deposited with ATCC on April 28, 1998 and is assigned ATCC deposit no. 209806 

Analysis of the amino acid sequence of the full-length PR6724 polypeptide suggests that it possesses 

15 significant sequence similarity to the human LDL receptor protein, thereby indicating that PR0724 may be a 
novel LDL receptor homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PR0724 amino acid sequence and the following Dayhoff 
sequences, P_R48547, MMAM2R I, LRP2 RAT, PR60517, P_R47861, P R05533, A44513J, A30363, 
P R74692 and LMUPOPHO_l. 

20 

EXAMPLE 31: Isolation of cDNA Clones Encoding Human PRQ772 

One cDNA sequence was isolated in the amylase screen described in Example 2, wherein that cDNA 
sequence is herein designated DNA43509 (see Figure 71). Based on the DNA43509 sequence, oligonucleotide 
probes were generated and used to screen a human fetal lung library (LIB25) prepared as described in paragraph 
25 1 of Example 2 above. The cloning vector was pRKSB (pRK5B is a precursor of pRK5D that does not contain 
the Sftl site; see, Holmes et al., Science . 253*. 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

A pair of PCR primers (forward and reverse) were synthesized based on the DNA43509 sequence: 
forward PCR primer 5 , -CGTTTTGCAGAACCTACTCAGGCAG-3* (SEQ ID NO: 192) 
reverse PCR primer 5 '-CCTCC ACC AACTGTCAATGTTGTGG-3 * (SEQ ID NO: 193) 
30 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43509 
sequence which had the following nucleotide sequence 
hybridization probe 

5 r -A AAGTGCTGCTGCTGGGTCTGCAG ACGCG ATGGATAACGT-3 ' (SEQ ID NO: 194) 

Using the above described primers and library, a full length clone was identified that contained a single 
35 open reading frame with an apparent translational initiation site at nucleotide positions 131-133 and ending at 
the stop codon found at nucleotide positions 587-589 (Figure 69; SEQ ID NO: 189). The predicted polypeptide 
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precursor is 152 amino acids long, has a calculated molecular weight of approximately 17,170 daltons and an 
estimated pi of approximately 9.62. Analysis of the full-length PR0772 sequence shown in Figure 70 (SEQ ID 
NO: 190) evidences the presence of the , following: a potential type II transmembrane domain from about amino 
acid 26 to about amino acid 42, other potential transmembrane domains from about amino acid 44 to about amino 
acid 65, from about amino acid 81 to about amino acid 101 and from about amino acid 109 to about amino acid 
5 129, leucine zipper pattern sequences from about amino acid 78 to about amino acid 99 and from about amino 
acid 85 to about amino acid 106. Clone UNQ4I0 (DNA49645-1347) has been deposited with ATCC on April 
28, 1998 and is assigned ATCC deposit no. 209809. 

Analysis of the amino acid sequence of the full-length PR0772 polypeptide suggests that it possesses 
significant sequence similarity to the human A4 protein, thereby indicating that PR0772 may be a novel A4 
10 protein homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0772 amino acid sequence and the following Dayhoff sequences, 
HSU93305_4 , A4P HUMAN, CELB0454 2, VPU JSRV, CELC12D122, OCCM_AGRTl , LBPHIG1 E 50, 
r YIGK_ECOLI, S76245 and P_R50807. 

15 EXAMPLE 32 : Isolation of cDNA Clones Encoding Human PRQ852 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34364. Based on the DNA34364 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

20 PR0852. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5-CGCAGAAGfTACAfiATT(^rn.T (SEQ ID NO: 197) 
forward PCR primer 2 5 '-GG AAATTGG AGGCC A AAfif^ ' (SEQ ID NO: 198) 
forward PCR primer 3 5'-GGATGTAGCCAGC A ACTGTO-V (SEQ ID NO: 199) 

25 forward PCR primer 4 5 ' -GCCTTGGCTCnTTrTrTTr-^ » (SEQ ID NO:200) 
forward PCR primer 5 5*-GGTCfTGTnCfHT;GATnfi-V (SEQ ID NO:201) 
reverse PCR primer 1 S^ACAAGACTACCTrccrrraaTr-V (SEQ ID NO: 202) 
reverse PCR primer 2 5 , -TGATGCACAGTTCAGPAPr > TOTTn-V (SEQ ID NO:203) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34364 

30 sequence which had the following nucleotide sequence 
hybridization probe 

5 * -CGCTCC AAGGGCTTTG ACGTCACAGTGA AGTACACACAAGG AAGCTG-3 ' (SEQ ID NO:204) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
35 isolate clones encoding the PR0852 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (UB228). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0852 [herein designated as UNQ418 (DNA45493-1349)] (SEQ ID NO: 195) and the derived protein sequence 
for PR0852. 

The entire nucleotide sequence of UNQ418 (DNA45493-1349) is shown in Figure 72 (SEQ ID 
NO: 195). Clone UNQ4 1 8 (DN A45493- 1 349) contains a single open reading frame with an apparent translation^ 

5 initiation site at nucleotide positions 94-96 and ending at the stop codon at nucleotide positions 16748-1650 
(Figure 72). The predicted polypeptide precursor is 518 amino acids long (Figure 73). The full-length PR0852 
protein shown in Figure 73 has an estimated molecular weight of about 56, 180 daltons and a pi of about 5.08. 
Analysis of the full-length PR0852 sequence shown in Figure 73 (SEQ ID NO: 196) evidences the presence of 
- the following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane domain from 

10 about amino acid 466 to about amino acid 494, potential N-glycosylation sites from about amino acid 170 to 
about amino acid 173 and about amino acid 366 to about amino acid 369, leucine zipper sequence pattern blocks 
from about amino acid 10 to about amino acid 31 and from about amino acid 197 to about amino acid 218 and 
blocks of amino acids having sequence homology to eukaryotic and viral aspartyl proteases from about amino 
acid 109 to about amino acid 118, from about amino acid 252 to about amino acid 261 and from about amino 

15 acid 298 to about amino acid 3 10. Clone UNQ418 (DNA45493-1349) has been deposited with ATCC on April 
28, 1998 and is assigned ATCC deposit no. 209805. 

Analysis of the amino acid sequence of the full-length PR0852 polypeptide suggests that it possesses 
significant sequence similarity to various protease proteins, thereby indicating that PR0852 may be a novel 
protease protein or homolog thereof. More specifically, an analysis of the Dayhoff database (version 35.45 

20 SwissProt 35) evidenced significant homology between the PR0852 amino acid sequence and the following 
Dayhoff sequences, PEPC_HUMAN, S66516, S66517, PEPE CHICK, CATD_HUMAN, P R74207, 
CARPJVEAST, PEP2_RABiT, CATE_H UM AN and RENI MOUSE. 

EXAMPLE 33 : Isolation of cDNA Clones Encoding Human PRQ853 
25 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA43050. Based on the DNA43050 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0853. 

30 Forward and reverse PCR primers were synthesized: 

forward PCR primer 5NCTTCATGGCCTTGGACTTGGCC AG-i3 * (SEQ ID NO:207) 

reverse PCR primer 5'-ACGCC AGTGGCCTCA AGCTGGTTG-3 * (SEP ID N0:208) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43050 

sequence which had the following nucleotide sequence 

35 hybridization probe 

. 5'<nTTCTGAGCTCTGAGCCACGGTTGGACATCCTCATCCACAATGC-3' (SEQ ID NO:209) 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the. PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0853 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
5 PR0853 [herein designated as UNQ4 19 (DNA48227-1350)] (SEQ ID NO:205) and the derived protein sequence 
for PR0853. 

The entire nucleotide sequence of UNQ419 (DNA48227-1350) is shown in Figure 74 (SEQ ID 
NO:205). Clone UNQ4 1 9 (DN A48227- 1 350) contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 128-130 and ending at the stop codon at nucleotide positions 1259-1261 

10 (Figure 74). The predicted polypeptide precursor" is 377 amino acids long (Figure 75). The full-length PR0853 
protein shown in Figure 75 has an estimated molecular weight of about 40,849 daltons and a pi of about 7.98. 
Important regions of the amino acid sequence of PR0853 include the signal peptide, corresponding to amino 
acids from about 1 to about 16 of SEQ ID NQ:206, the glycosaminoglycan attachment site, corresponding to 
amino acids from about 46 to about 49 of SEQ ID NO:206, and two sequences typical of the short-chain alcohol ' 

15 dehydrogenase family, corresponding to amino acids from about 37 to about 49 and about 1 14 to about 124 of 
SEQ ID NO:206, respectively. Clone UNQ419 (DNA48227-1350) has been deposited with ATCC and is 
assigned ATCC deposit no. 209812. 

EXAMPLE 34 : Isolation of cDNA Clones Encoding Human PRO860 

20 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA38137. Based on the DNA38I37 
consensu sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDN A library that contained the 
sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO860. 
Forward and reverse PCR primers were synthesized: 

25 forward PCR primer 5' -GAAGGGACCTACATGTGTGTGGCC-3 , (SEQ ID NO :2 12) 
reverse PCR primer S'-ACTGACCTTCCAGCTGAGCCACAC ^v (SEQ ID NO:213) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40654 
sequence which had me following nucleotide sequence 
hybridization probe 

30 5 ' -AGG ACTAC ACGG AGCCTGTGG AGCTTCTGGCTGTGCG AATTC AGCTGG ' 
(SEQ ID NO:214) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries: was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO860 gene using the probe oligonucleotide and one of the PCR primers. 
35 RNA for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
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PRO860 [herein designated as UNQ421 (DN A4 1 404- 1 352)] (SEQ ID NO:210) and the derived protein sequence 
for PRO860. 

The entire nucleotide sequence of UNQ421 (DNA41404-I352) is shown in Figures 76A-B (SEQ ID 
NO:2 10). Clone UNQ42 1 (DNA4 1404-1352) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 58-60 and ending at the stop codon at nucleotide positions 3013-3015 
5 (Figures 76 A-B). The predicted polypeptide precursor is 985 amino acids long (Figure 77). The full-length 
PRO860 protein shown in Figure 77 has an estimated molecular weight of about 105,336 dahons and a pi of 
about 6.55. Important regions of the amino acid sequence of PRO860 include the transmembrane region 
corresponding to about amino acids 448-467, the extracellular domain, corresponding to amino acids about I 
447, several N-glycosylation sites, numerous N-myristoylation sites and a sequence typical of phosphoryrosine 
. 10 interaction domain proteins.. Clone UNQ421 (DNA4 1404- 1352) has been deposited with ATCC and is assigned 
ATCC deposit no. 209844. 

EXAMPLE 35: Isolation of cDNA Clones Encoding Human PRQ846 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
15 above, wherein the consensus sequence obtained is herein designated DNA39949. Based on the DNA39949 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0846. 

Forward and reverse PCR primers were synthesized: 
20 forward PCR primer 5'-CCCTGCAGTGCACCTACAGGGA AG-V (SEQ in NO-917) 
reverse PCR primer 5 -CTGT<m-CCCCTGCTTnnCTfiTOn.^' (SEQ ID NO:218) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39949 
sequence which had the following nucleotide sequence 
hybridization probe 

25 5 *-GGTGCAGG AA(XyGTGGGATCCTCnTCTCTCGCTGCTCTGGCC AC ' 
(SEQ ID NO:219) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
. screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0846 gene using the probe oligonucleotide and one of the PCR primers. 
30 RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0846 [herein designated as UNQ422 (DNA44 196- 1353)] (SEQ ID NO:215) and the derived protein sequence 
for PR0846. 

The entire nucleotide sequence of UNQ422 (DNA44 196-1 353) is shown in Figure 78 (SEQ ID 
35 NO:215). Clone UNQ422 (DNA44196-I353) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 25-27 and ending at the stop codon at nucleotide positions 1021-1023 
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(Figure 78). The predicted polypeptide precursor is 332 amino acids long (Figure 79). The full-length PR0846 
protein shown in Figure 79 has an estimated molecular weight of about 36.143 daltons and a pi of about 5.89. 
Important regions of the amino acid sequence of PR0846 include the signal peptide, the transmembrane domain, 
an N-glycosylation site, a sequence typical of fibrinogen beta and gamma chains C-terminal domain, and a 
sequence typical of Ig like V-type domain as shown in Figure 79. Clone UNQ422 (DNA44 196- 1353) has been 
5 deposited with ATCC and is assigned ATCC deposit no. 209847. 

EXAMPLE 36: Isolation of cDNA Clones Encoding Human PRQ862 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47370. Based on the DNA47370 
10 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0862. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 ' GGG ATC ATGTTGTTGGCCCTGGTC-3 ' (SEQ ID NO:222) 
15 reverse PCR primer 5 ' -GC A AGGC AGACCC AGTC AGCC AG-3 1 (SEQ ID NO:223) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47370 
sequence which had the following nucleotide sequence 
hybridization probe 

5* -CTGCCTGCTACCCTCCAAGTGAGGCC AAGCTCTACGGTCGTTGTG-3 ' 
20 (SEQ ID NO:225) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0862 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human pancreas tissue (LIB55). 
25 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0862 [herein designated as UNQ424 (DNA52 187- 1354)] (SEQ ID NO:220) and the derived protein sequence 
for PR0862. 

The entire nucleotide sequence of UNQ424 (DNA52 187- 1354) is shown in Figure 80 (SEQ ID 
NO:220). Clone UNQ424 (DNA52 187- 1354) contains a single open reading frame with an apparent translation^ 

30 initiation site at nucleotide positions 410-412 and ending at the stop codon at nucleotide positions 848-850 
(Figure 80). The predicted polypeptide precursor is 146 amino acids long (Figure 81). The full-length PRQ862 
protein shown in Figure 81 has an estimated molecular weight of about 16,430 daltons and a pi of about 5.05. 
Important regions of the amino acid sequence of PR0862 include the signal peptide, an N-myristoylation site, 
and sequences having similarity to region to Alpha-lactalbumin/lysozyme C proteins as shown in Figure 81. 

35 Clone UNQ424 (DNA52187-1354) has been deposited with the ATCC and is assigned ATCC deposit no. 
209845. 
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EXAMPLE 37: Isolation of cDN A Clones Encoding Human PRQ864 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA40666. Based on the DNA40666 
consensus sequence, oligonucleotides were synthesized; 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
5 PR0864. 

Forward and reverse PCR primers were synthesized: 
forward PCR primer 5 ' -GCTGCAGCTGCA AATTCC ACTGG-3 * (SEQ ID NO;227) 
reverse PCR primer S'-TGGTGGGAGACTGTTTAAATTATCGGCC-3' (SEQ ID NO:228) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40666 
10 sequence which had the following nucleotide sequence 

hybridization probe f 

5 ' -TGCTTCGTCAAGTGCCiGGC AGTGCC AGCGGCTCGTGG AGTT-3 ' 
1 (SEQ ID NO:229) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
15 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0864 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal brain tissue (LJBI53). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0864 [herein designated as UNQ426 (DNA48328-1355)] (SEQ ID NO:225) and the derived protein sequence 
20 for PR0864. 

The entire nucleotide sequence of UNQ426 (DNA48328-1355) is shown in Figure 82 (SEQ ID 
NO:225). Clone UNQ426 (DNA48328- 1 355) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 1090-1092 
(Figure 82). The predicted polypeptide precursor is 35 1 amino acids long (Figure 83). the full-length PR0864 
25 protein shown in Figure 83 has an estimated molecular weight of about 39,052 and a pi of about 8.97 . Important 
regions of the amino acid sequence of PR0864 include the signal peptide, two N-glycosylation sites, a Wnt-1 
family signature sequence, and sequence regions homologous to Wnt-1 family proteins as shown in Figure 83. 
Clone UNQ426 (DNA48328-1355) has been deposited with ATCC and is assigned ATCC deposit no. 209843. 

30 EXAMPLE 38: Isolation of cDNA Clones Encoding Human PRQ792 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
. above, wherein the consensus sequence obtained is herein designated DNA38106. Based on the DNA38106 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained; 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
35 PR0792. 

A pair of PCR primers (forward and reverse) were synthesized: 
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forward PCR primer 5 ' -GCG AG A ACTGTGTC ATG ATGCTGC-3 * (SEQ ID NO:232) 

reverse PCR primer 5 ' -GTTTCTG AG ACTCAGCAGCGGTGG-3 * (SEQ ID NO:233) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA38106 

sequence which had the fbUowingnucleotide sequence 

hybridization probe 

5 5 '-CACCGTGTG ACAGCGAGAAGGACGGCTGG ATCTGTGAG AAAAGGC AC AAC-3 * (SEQ ID NO:234) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0792 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

10 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0792 [herein designated as UNQ43 1 (DNA56352-1358)] (SEQ ID NO:230) and the derived protein sequence 
for PR0792. 

The entire nucleotide sequence of UNQ431 (DNA56352-1358) is shown in Figure 84 (SEQ ID 
NO:230) . Clone UNQ43 1 (DN A56352- 1 358) contains a single open reading frame w ith an apparent translational 

15 initiation site at nucleotide positions 67-69 and ending at the stop codon at nucleotide positions 946-948 (Figure 
84). The predicted polypeptide precursor is 293 amino acids long (Figure 85). The full-length PR0792 protein 
shown in Figure 85 has an estimated molecular weight of about 32,562 daltons and a pi of about 6.53. Analysis 
of the full-length PR0792 sequence shown in Figure 85 (SEQ ID NO;231) evidences the presence of the 
following: a type II transmembrane domain from about, amino acid 31 to about amino acid 54, potential N- 

20 glycosylation sites from about amino acid 73 to about amino acid 76 and from about amino acid 159 to about 
amino acid 162, a leucine zipper amino acid sequence pattern from about amino acid 102 to about amino acid 
•123, potential N-myristolation sites from about amino acid 18 to about amino acid 23, from about amino acid 
133 to about amino acid 138 and from about amino acid 242 to about amino acid 247 and a C-type lectin domain 
signature block from about amino acid 264 to about amino acid 287 . Clone UNQ43 1 (DN A56352- 1 358) has been 

25 deposited with ATCC on May 6, 1998 and is assigned ATCC deposit no. 209846. 

Analysis of the amino acid sequence of the full-length PR0792 polypeptide suggests that it possesses 
significant sequence similarity to the CD23 protein, thereby indicating that PR0792 may be a novel CD23 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0792 amino acid sequence and the following Dayhoff sequences, S34198, 

30 A07100J, A05303J, P_R41689, PJP82839, AI0871 J, P R 12796, P_R47199, A46274 and P_R32188. 

EXAMPLE 39 : Isolation of cDN A Clones Encoding Human PRQ866 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA44708. Based on the DNA44708 
35 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
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PRO866. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5*-CAGCACTGCC AfiGfin A An A ann.v (SEQ ID N0:237) 
forward PCR primer 2 S'-CAGGACTCGCTACOTCCG-V (SEQ ID NO:238) 
forward PCR primer 3 5* -CAGCCCCTrttCCTCCTTTCTCCC-V (SEQ ID NO:239) 
5 reverse PCR primer I S'-GCAGTTATCAGGGACGCACTCAGCr-'X* (SEQ ID NO: 240) 
reverse PCR primer 2 5 * -CCAGCG AG AGGC AG AT AG-3 ' (SEQ ID NO:24 1) 
reverse PCR primer 3 5 '-CGGTCACCGTGTCCTGCGGGATG-3 ' (SEQ ID NO:242) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA44708 
sequence which had the following nucleotide sequence 
10 hybridization probe 

5'-CAGCCCCTTCTCCTCC^ (SEQ ID NO:243) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PRO866 gene using the probe oligonucleotide and one of the PCR primers. 
15 RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228)! 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO866 (herein designated as UNQ435 (DNA53971-1359)] (SEQ ID NO:235) and the derived protein sequence 
for PR0866. 

The entire nucleotide sequence of UNQ435 (DNA5397 1-1359) is shown in Figure 86 (SEQ ID 
20 NO:235). Clone UNQ435 (DNA5397 1 -1 359) contains a single open reading frame with an apparent mutational 
initiation site at nucleotide positions 215-271 arid ending at the stop codon at nucleotide positions 1268-1270 
(Figure 86). The predicted polypeptide precursor is 331 amino acids long (Figure 87). The full-length PR0866 
protein shown in Figure 87 has an estimated molecular weight of about 35,844 daltons and a pi of about 5.45. 
Analysis of the full-length PR0866 sequence shown in Figure 87 (SEQ ID NO:236) evidences the presence of 
25 the following: a signal peptide from about amino acid 1 to about amino acid 26. Clone UNQ435 (DNA53971- 
1359) has been deposited with ATCC on April 7, 1998 and is assigned ATCC deposit no. 209750. 

Analysis of the amino acid sequence of the full-length PR086^ polyr^ptide suggests that it possesses 
significant sequence similarity to the mindin/spondin family of proteins, thereby indicating that PR0866 may 
be a novel mindin homolog. More specifically, an analysis, of the Dayhoff database (version 35.45 SwissProt 
30 35) evidenced significant homology between the PR0866 amino acid sequence and the following Dayhoff 
sequences,AB006085_^ 
549108^48569 31^146687. 

EXAMPLE 40: Isolation of cDNA Clones Encoding Human PRQ871 
35 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA40324. Based on the DNA40324 
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consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0871. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5'-TGCGGAGATCCTACTGGCACAGGG-3' (SEQ ID NO:246) 
5 forward PCR primer 2 5-CGAGTTAGTCAGAGCATG-3' (SEQ ID NO:247) 
forward PCR primer 3 5 '-CAGATGGTGCTGTTGCCG-3 ' (SEQ ID NO:248) 
reverse PCR primer 1 5 ' -C A ACTGG AAC AGG A ACTG AGATGTGG ATC-3 * (SEQ ID NO:249) 
reverse PCR primer 2 5 * -CTGGTTC AGC AGTGC A AGGGTCTfi-^ * (SEQ ID NO:250) 
reverse PCR primer 3 S'-CCTCTCCGATTAAAACGC^' (SEQ ID NO:251) 
10 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the. consensus DNA40324 
sequence which had the following nucleotide sequence 
hybridization probe 

5 '-G AG AGGACTGGTTGCC ATGGCAA ATGCTGGTTCTCATG ATAATGG-3 ' (SEQ ID NO:252) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
15 screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0871 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). ; 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRQ871 [herein designated as UNQ438 (DNA50919-1361)] (SEQ ID NO:244) and the derived protein sequence 
20 forPR0871. 

The entire nucleotide sequence of UNQ438 (DNA5091 9-1361) is shown in Figure 88 (SEQ ID 
NO:244). Clone UNQ438 (DNA509 19- 136 1) contains a single open reading frame wi man apparent translational 
initiation site at nucleotide positions 191-193 and ending at the stop codon at nucleotide positions 1607-1609 
(Figure 88). The predicted polypeptide precursor is 472 amino acids long (Figure 89). The full-length PR0871 

25 protein snown in Figure 89 has an estimated molecular weight of about 53,847 daltons and a pi of about 5.75., 
Analysis of the full-length PR0871 sequence shown in Figure 89 (SEQ ID NO:245) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 21 , potential N-glycosylation sites 
from about amino acid 109 to about amino acid 1 12 and from about amino acid 201 to about amino acid 204, 
a cyclophil in-type peptidy-prolyl cis-trans isomerase signature sequence from about amino acid 49. to about amino 

30 acid 66 and regions that are homologous to cyclophilin-type peptidy-prolyl cis-trans isomerases from about amino 
acid 96 to about amino acid 140, from about amino acid 49 to about amino acid 89 and from about ammo acid 
22 to about amino acid 51. Clone UNQ438 (DNA509 19- 1361) has oeen deposited with ATCC on May 6, 1998 
and is assigned ATCC deposit no. 209848. 

Analysis of the ammo acid sequence of the full-length PR087 1 polypeptide suggests that it possesses 

35 significant sequence similarity to the cyclophiiin family of proteins, thereby indicating that PR0871 may be a 
novel cyclophilin protein family member. More specifically, an analysis of the Day hoff database (version 35.45 
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SwissProt 35) evidenced significant homology between the PR0871 amino acid sequence and the following 
Dayhoff sequences, SPBC16H55, S64705, YAL5SCHPO, CYP4CAEEL, CELC34D4 7, CYPA_CAEEL, 
HUMORF006J, CYP1 MYCTU, AF043642 1 and HSSRCYPJ. 

EXAMPLE 41: Isolation of cDNA Clones Encoding Human PRQ873 
5 A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA39621. Based on the DNA39621 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0873. 

10 A pair of PGR primers (forward and reverse) were synthesized: 

forward PCR primer 5 ' -AGGTGCCTGC AGG AGTCCTGGGG-3 * (SEQ ID NO:255) 

reverse PCR primer 5*- CCACCTC AGGAAGCCG AAG ATGCC-3 * (SEQ ID NO:256) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39621 

sequence which had the following nucleotide sequence: 

15 hybridization probe 

5 * -GAACGGTACAAGTGGCTGCGCTTC AGCG AGG ACTGTCrGTACCTG-3* (SEQ ID NO:257) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PR0873 gene using the probe oligonucleotide and one of the PCR primers. RNA 
20 for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0873 [herein designated as UNQ440 (DNA44 1 79- 1362)) (SEQ ID NO:253) and the derived protein sequence 

for PR0873. 

The entire nucleotide sequence of UNQ440 (DNA44 179- 1362) is shown in Figure 90 (SEQ ID 
25 NO:253) . Clone UNQ440 (DNA44 179- 1362) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 139-141 and ending at the stop codon at nucleotide positions 1774-1776 
(Figure 90). The predicted polypeptide precursor is 545 amino acids long (figure 91). The full-length PR0873 
protein shown in Figure 91 has an estimated molecular weight of about 58,934 daltons and a pi of about 9.45. 
Analysis of the full-length PR0873 sequence shown in Figure 91 (SEQ ID NO:254) evidences the presence of 
30 the following features: a signal peptide from about amino acid 1 to about amino acid 29; a carboxylesterase type- 
B serine active site at about amino acid 3 12 to about amino acid 327 ; a carboxylesterase type-B signature 2 motif 
at about amino acid 218 to about amino acid 228; and three potential N-glycosylation sites at about amino acid 
318 to about amino acid 321, about amino acid 380 to about amino acid 383, and about amino acid 465 to about 
amino acid 468. Clone UNQ440 (DNA44 179- 1362) has been deposited with ATCC on May 6, 1998 and is 
35 assigned ATCC deposit no. 209851. 

Analysis of the amino acid sequence of the full-length PR0873 polypeptide suggests that it possesses 
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significant sequence similarity to a human liver carboxylesterase, thereby indicating that PROST73 may be a novel 
carboxylesterase. More specifically, an analysis of the Dayhoff database (version 35 .45 SwissProt 35) evidenced 
significant homology between the PR0873 amino acid sequence and the following Dayhoff sequences: 
ES10RAT, GEN12405, AB010633_1, EST4_RAT, A48809, SASB_ANAPL, RNU41662_1, RNU22952J, 
BAL RAT, GEN 13522. 

5 

EXAMPLE 42: Isolation of cDNA Clones Encoding Human PROQ4Q 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47442. Based on the DNA47442 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
10 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO940. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 , -CAAAGCCTGCGCCTGGTCTGTG-3 > (SEQ ID NO:260) 
reverse PCR primer 5 ' -TTCTGG AGCCCAG AGGGTGCTG AG-3 * (SEQ ID NO:262) 
15 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47442 
sequence which had the following nucleotide sequence 
hybridization probe 

5 ' -GG AGCTGCC ACCC ATTC AA ATGG AGC ACG AAGG AG AGTTC ACCTG-3 ' (SEQ ID NO:263) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
20 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO940 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (UB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO940 [herein designated as UNQ477 (DN A54002-1367)] (SEQ ID NO:258) and the derived protein sequence 
25 for PRO940. 

The entire nucleotide sequence of UNQ477 (DNA54002-1367) is shown in Figure 92 (SEQ ID 
NO:258). Clone UNQ477(DNA54002-1 367) contain 

initiation site at nucleotide positions 46^4* and ending at the stop codon at nucleotide positions 1678-1680 
(Figure92). The predicted polypeptide precursor is 544 aniino acids lemg (Figure 93). The full-length PRO940 
protein shown in Figure 93 has an estimated molecular weight of about 60,268 daltons and a pi of about 9.53. 
Analysis of the full-length PRO940 sequence shown in Figure 93 (SEQ ID NO :259) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 15, potential N-glycosylation sites 
from about amino acid 100 to about amino acid 103, from about amino acid 297 to about amino acid 300 and 
from about amino acid 306 to about amino acid 309 and an immunoglobulin and major histocompatibility 
complex, signature sequence block from about amino acid 365 to about amino acid 371. Clone UNQ477 
(DNA54002-1367) has been deposited with ATCC on April 7, 1998 and is assigned ATCC deposit no. 209754. 
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Analysis of the amino acid sequence of the full-length PRO940 polypeptide suggests that it possesses 
significant sequence similarity to CD33 and the OB binding protein-2. More specifically, an analysis of the 
Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the PR0940 amino acid 
sequence and the following Dayhoff sequences, CD33_HUMAN > HSU71382J, HSU71383J, D86359 1, 
PGBM HUMAN, MAGSMOUSE, D86983 1, C22B HUMAN, P W01002 and HVU24116J. 

5. 

EXAMPLE 43: Isolation of cDNA Clones Encoding Human PRQ941 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA3594 1 . An EST sequence proprietary 

to Genentech was employed in the assembly and is herein designated DNA6415 (Figure 96; SEQ ID.NO:265). 
10 Based on the DNA35941 consensus sequence, oligonucleotides were synthesized: l)toidentify byPCRacDNA 

library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 

sequence for PR0941. 

A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 ' -CTTG ACTGTCTCTG A ATCTGC ACCC-3 * (SEQ ID NO:266) 
15 reverse PCR primer 5 -AAG7GGTGG A AGCCrCCAarnrnn^ (SEQ ID NO:267) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35941 

sequence which had the following nucleotide sequence 

hybridization probe ' 

5'^CACTACGGTATTAGAGCAAAAGTTAAAAACCATCATGGTTCCTGGAGCAGC-3(5E^ ID NO:268) 
20 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR094I gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (L1B227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
25 PR0941 [herein designated as UNQ478 (DNA53906-1368)] (SEQ ID NO:263) and the derived protein sequence 
forPR094L 

The entire nucleotide sequence of UNQ478 (DNA53906-1368) is shown in Figure 94 (SEQ ID 
NO:263). Clone UNQ478 (DNA53906- 1368) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 2353-2355 

30 (Figure94). The predicted polypeptide precursor is 772 amino acids long (Figure 95). The full-length PR0941 
protein shown in Figure 95 has an estimated molecular weight of about 87,002 daltons and a pi of about 4.64. 
Analysis of the full-length PR094 1 sequence shown in Figure 95 (SEQ ID NO:264) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 21, potential N-giycosylation sites 
from about amino acid 57 to about amino acid 60, from about amino acid 74 to about amino acid 77, from about 

35 amino acid 419 to about amino acid 422, from about amino acid 437 to about amino acid 440, from about amino 
acid 508 to about amino acid 511, from about amino acid 515 to about amino acid 518, from about amino acid 
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5 16 to about amino acid 519 and from about amino acid 534 to about amino acid 537, and cadherin extracellular 
repeated domain signature sequences from about amino acid 136 to about amino acid 146 and from about amino 
acid 244 to about amino acid 254. Clone UNQ478 (DNA53906-1368) has been deposited with ATCC on April 
7, 1998 and is assigned ATCC deposit no. 209747. 

Analysis of the amino acid sequence of the full-length PR0941 polypeptide suggests that it possesses 
5 significant sequence similarity to a cadherin protein, thereby indicating that PR0941 may be a novel cadherin 
protein family member. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PR0941 amino acid sequence and the following Dayhoff sequences, 
150180, CADA_CHICK, 150178, GEN12782, CADCHUMAN, P_W25637, A38992, P_R49731, D38992 and 
G02678. 

10 

EXAMPLE 44 : Isolation of cDNA Clones Encoding Human PRQ944 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47374. A variety of proprietary 
Genentech EST sequences were employed in the assembly and are shown in Figures 99-1071 Based on the 
15 DNA47374 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
forPR0944. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -CGAGCG AGTC ATGGCC A ACGC-3' (SEQ ID NO:280) 
20 reverse PCR primer 5 ' -GTGTC AC ACGT AGTCTTTCCCGCTGG-3 ' (SEQ ID NO:281) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47374 
sequence which had the following nucleotide sequence 

hybridization probe . ^ 

25 5 * -CTGC AGCTGTTGGGCTTC ATTCTCGCCTTCCTGGG ATC ' (SEQ ID NO:282) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0944 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (UB227). 
30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0944 [herein designated as UNQ48 1 (DNA52 1 85- 1 370)] (SEQ ID NO:269) and the derived protein sequence 
for PR0944. 

The entire nucleotide sequence of UNQ481 (DNA52185-1370) is shown in Figure 97 (SEQ ID 
NO:269) . Clone UNQ48 1 (DNA52 1 85- 1 370) contains a single open reading frame with an apparent translational 
35 initiation site at nucleotide positions 219-221 and ending at the stop codon at nucleotide positions 852-854 
(Figure 97). The predicted polypeptide precursor is 2 1 1 amino acids long (Figure 98). The full-length PRQ944 
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protein shown in Figure 98 has an estimated molecular weight of about 22,744 daltons and a pi of about 8.5 i . 
Analysis of the full-length PR0944 sequence shown in Figure 98 (SEQ ID NO:270) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 21, transmembrane domains from 
about amino acid 82 to about amino acid 102, from about amino acid 118 to about amino acid 142 and from 
about amino acid 161 to about amino acid 187, a potential N-glycosylation site from about amino acid 72 to 
5 about amino acid ^5, a sequence block having homology to PMP-22/EMP/MP20 family of proteins from about 
amino acid 70 to about amino acid 1 1 1 and a sequence block having homology to ABC-2 type transport system 
integral membrane protein from about amino.acid 1 19 to about amino acid 133. Clone UNQ481 (DNA52185- 
1370) has been deposited with ATCC on May 14, 1998 and is assigned ATCC deposit no. 209861. 

Analysis of the amino acid sequence of the full-length PR0944 polypeptide suggests that it possesses, 
10 significant sequence similarity to the CPE-R protein, thereby indicating that PR0944 may be a novel CPE-R 
homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0944 amino acid sequence and the following Dayhoff sequences, 
AB000713_1, AB000714J, AF035814J, AF000959J, HSU89916J, EMP2_HUMAN, JC5732, 
CELF53B36, PM22MOUSE and CGU49797 1 . 

EXAMPLE 45 : Isolation of cDNA Clones Encoding Human PRQ983 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA47473. Various proprietary 
Genentech EST sequences were employed in the assembly, wherein those EST sequences are shown in Figures 
20 110-1 16. Based on the DNA47473 consensus sequence, oligonucleotides were synthesized: 1) to identify by 
PCR a cDN A library that contained the sequence of interest , and 2) for use as probes to isolate a clone of the 
full-length coding sequence for PR0983. 

A pair of PGR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-GCACr ACCUT Annr APTTnTr.Tr. Annr.T (SEQ ID NO:292) 
25 reverse PCR primer 5'-AArCAPr AGAfirr a An Airman _v (SEQ ID NO:293) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47473 
sequence which had the following nucleotide sequence 
hybridization probe 

5'-CAGCGGAATCATCGATGCAGGGGCCT^ (SEQ ID NO:294) 

30 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0983 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow (LIB256). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
35 PR0983 [herein designated as U^Q484 (DNA53977-1371)] (SEQ ID NO:283) and the derived protein sequence 
forPR0983. 
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The entire nucleotide sequence of UNQ484 (DNA53977-I371) is shown in Figure 108 (SEQ ID 
NO:283). Clone UNQ484 (DN A53977- 137 1) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 234^236 and ending at the stop codon at nucleotide positions 963-965 
(Figure 108). The predicted polypeptide precursor is 243 amino acids long (Figure 109). The full-length 
PR0983 protein shown in Figure 109 has an estimated molecular weight of about 27,228 daltons and a pi of 

5 about 7.43. Analysis of the full-length PR0983 sequence shown in Figure 109 (SEQ ID NO:284) evidences the 
presence of the following features: a putative transmembrane domain from about amino acid 224 to about amino 
acid 239; a potential N-glycosylation site from about amino acid 68 to about amino acid 71; and three potential 
N-myristoylation sites from about amino acid 59 to about amino acid 64, from about amino acid 64 to about 
amino acid 69, and from about amino acid 235 to about amino acid 240. Clone UNQ484 (DNA53977- 1371) 

10 has been deposited with ATCC on May 14, 1998 and is assigned AtCC deposit no. 209862. 

Analysis of the amino acid sequence of the full-length PR0983 polypeptide suggests that h possesses 
significant sequence similarity to the vesicle-associated protein, VAP-33, thereby indicating that PR0983 may 
be a novel vesicle associated membrane protein. More specifically, an analysis of the Dayhoff database (version 
35 .45 SwissProt 35) evidenced significant homology between the PR0983 amino acid sequence and the following 

15 Dayhoff sequences: VP33APLCA, CELF33D1 112, CELF42G22, S50623, YDFCSCHPO, CELF54H52, 
CELZC196_8, CEF57A10_3, MSP3GLORO, CEC15H11_1. 

EXAMPLE 46: Isolation of cDN A Clones Encoding Human PRO 1057 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
20 above, wherein the consensus sequence obtained is herein designated DNA49808. Based on the DN A49808 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1057. 

PCR primers (forward and reverse) were synthesized: 
25 forward PCR primer 5 -GCATCTGCAGGAGAGAGCOAAGGG-V (SEQ ID NO:297) 
reverse PCR primer 5'-CATCGTTCCCGTGAATCCAfiAGOC-T (SEQ ID NO:298) 
Additiohaily, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA49808 
sequence which had the following nucleotide sequence 
hybridization probe 

30 5*-GAAGGGAGGCCTTCCTTTCAGTGGACCCGGGTCAAGAATACCCAC-3' (SEQ ID NO:299) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1057 gene using the probe oligonucleotide arid one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LJB227). 

35 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO1057 therein designated as UNQ522 (DNA57253-1382)] (SEQ ID NO:295) and the derived protein 
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sequence for PRO 1057. 

The entire nucleotide sequence of UNQ522 (DNA57253-1382) is shown in Figure 117 (SEQ ID 
NO:295). Clone UNQ522 (DNA57253-1382) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 275-277 and ending at the stop codon at nucleotide positions 1514-1516 
(Figure 117). The predicted polypeptide precursor is 413 amino acids long (Figure 118). The full-length 
5 PRO1057 protein shown in Figure 1 18 has an estimated molecular weight of about 47,070 daltons and a pi of 
about 9.92. Analysis of the full-length PRO1057 sequence shown in Figure 1 18 (SEQ ID NO:296) evidences 
the presence of the following: a signal peptide from about amino acid 1 to about amino acid 16, potential N- 
glycosylation sites from about amino acid 90 to about amino acid 93, from about amino acid 1 10 to about amino 
acid 1 13 and from about amino acid 193 to about amino acid 196, a glycosaminoglycan attachment site from 

10 about amino acid 236 to about amino acid 239 and a serine protease histidme-containing active site from about 
amino acid 165 to about amino acid 170. Clone UNQ522 (DNA57253-1382) has been deposited with ATCC 
on May 14, 1998 and is assigned ATCC deposit no. 209867. 

Analysis of the amino acid sequence of the full-length PRO 1057 polypeptide suggests that it possesses 
significant sequence similarity to various protease proteins, thereby indicating that PRO 1057 may be a novel 

15 proteased More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO1057 amino acid sequence and the following Dayhoff 
sequences ,TRYE_DROER, PJR14159, A69660, EBNI EBV, S65494, GEN12688, A51084 1, PR99571, 
A57514 and AF003200 1. 

20 EXAMPLE 47: Isolation of cDN A Clones Encoding Human PRO1071 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA53035, Based on the DNA53035 
consensus sequence, it was determined that that consensus sequence shared significant sequence identity with 
Incyte EST clone no. 2872569, a clone that upon review appeared to encode a full length protein. As such, 

25 Incyte EST clone no. 2872569 was purchased and its insert was obtained and sequenced so as to confirm the 
proper sequence. This sequence is herein designated UNQ528 or DKA58847- 1383. 

DNA sequencing of the clone isolated as described above gave the full-length DNA sequence for 
PRO1071 [herein designated as UNQ528 (DNA58847- 1383)] (SEQ ID NO: 300) and the derived protein 
sequence for PRO1071. 

r 

30 The entire nucleotide sequence of UNQ528 (DNA58847-1383) is, shown in Figure 119 (SEQ ID. 

NO:300). Clone UNQ528 (DNA58848-1383) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 133-135 and ending at the stop codon at nucleotide positions 1708-1710 
(Figure 119). The predicted polypeptide precursor is 525 amino acids long (Figure 120). The full-length 
PRO1071 protein shown in Figure 120 has an estimated molecular weight of about 58,416 daltons and a pi of 

35 about 6.62. Analysis of the full-length PRO 1071 sequence shown in Figure 120 (SEQ ID NO:301) evidences 
the presence of the following: a signal peptide from about amino acid 1 to about amino acid 25, a potential N- 
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glycosylation site from about amino acid 251 to about amino acid 254, a thrombospondin- 1 homology block from 
about amino acid 385 to about amino acid 399 and von Willibrands factor type C homology blocks from about 
amino acid 385 to about amino acid 399, from about amino acid 445 to about amino acid 459 and from about 
amino acid 42 to about amino acid 56. Clone UNQ528 (DNA58847-1383) has been deposited with ATCC on 
May 20, 1998 and is assigned ATCC deposit no. 209879. 
5 Analysis of the amino acid sequence of the full-length PRO1071 polypeptide suggests that it possesses 

significant sequence similarity to the thrombospondin protein, thereby indicating that PRO 1071 may be a novel 
thrombospondin homolog. More specifically, an analysis of the Dayhpff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PRO 1071 amino acid sequence and the following Dayhoff 
sequences, AB002364 i, D67076_1,BTPC1NPGN_1,CET13H10_1,CEF25H8_5, CEF53B6_2, CEC26C6_6, 
10 HSSEMG I, CET21B6_4 and BTY08561 L 

EXAMPLE 48: Isolation of cDNA Clones Encoding Human PRO1072 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA53125. Based on the DNA53125 
15 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1072. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 , -CCAGGAAATflCTCrAfifiA AfiAnrr.r (SEQ ID NQ:305) 
20 reverse PCR primer 5'-GCCCATGACACCAAATTfiA AnAnrnn.v (SEQ ID NO:306) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA53125 
' sequence which had the following nucleotide sequence 
hybridization probe 

5 '-AACGCAGGGATCTTCCAGTGCCCrr AC ATG AAGACTG AAGATGGG-3 1 (SEQ ID NO:307) 
25 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
. isolate clones encoding the PRO1072 gene using the probe oligonucleotide and one of the PCR primers. RN A 
for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
30 PROI072 [herein designated as UNQ529 (DNA58747-1384)] (SfiQ ID NO:302) and the derived protein 
sequence for PRO1072. 

The entire nucleotide sequence of UNQ529 (DNA58747-1384) is shown in Figure 121 (SEQ ID 
NO:302). Clone UNQ529 (DNA58747- 1 384) contains a single open reading frame with an apparent tnuislational 
initiation site at nucleotide positions 65-67 and ending at the stop codon at nucleotide positions 1073-1075 
35 (Figure 121). the predicted polypeptide precursor is 336 amino acids long (Figure 122). The full-length 
PRO 1072 protein shown in Figure 122 has an estimated molecular weight of about 36,865 daltons and a pi of 
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about 9 .15. Analysis of the full-length PRO1072 sequence shown in Figure 122 (SEQ ID NO:303) evidences 
the presence of the following: a signal peptide from about amino acid I to about amino acid 21, short-chain 
alcohol dehydrogenase protein homology blocks from about amino acid 134 to about amino acid 144, from about 
aniino acid 44 to about ainino acid 56 and from about ammo acid 239 to about amino acid 248 and potential N- 
glycosylation sites from about amino acid 212 to about amino acid 215 and from about amino acid 239 to about 
5 ainino acid 242. Clone UNQ529 (DNA58747-1384) has been deposited with ATCC on May 14, 1998 and is 
assigned ATCC deposit no. 209868. 

Analysis of the amino acid sequence of the full-length PRO1072 polypeptide suggests that it possesses 
significant sequence similarity to the reductase family of proteins, thereby indicating that PRO1072 may be a 
10 novel reductase. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO1072 amino acid sequence and the following Dayhoff sequences, 
PJV03198, P_W15759, PJt60800,MTV037_3,CEC15Hl 1_6, ATAC00234314, MTV022J3, SCU43704 L, 
OXIR_STRAT AND CELC01G8 3. 

15 EXAMPLE 49: Isolation of cDNA Clones Encoding Human PRO 1075 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA34363. Based on the DNA34363 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO 1075. 

20 PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 , -TGAGAGGCCTCTCTGGAAGTTG-3 > (SEQ ID NO:312) 
forward PGR primer 5 '-GTCAGCGATCAGTGAA AGC-3 * (SEQ ID NO:3 13) 
forward PCR primer 5 ' -CC AG AATG AAGT AGCTCGGC-3 * (SEQ ID NO: 3 14) 
forward PCR primer V-CCaArTCA A A ATrtr ATT r jTr v (S£Q ID NO: 315) 

15 forward PCR primer 5 ' -C ATTTGGC AGG AATTGTCC-3 ' (SEQ ID NO*316) 
forward PCR primer 5 * -GGTGCTATAGGCC AAGGG-3 ' (SEQ ID NO:3 I7) 
reverse PCR primer 5 ' -CTGT ATCTCTGGGCTATGTCAG AG-3* (SEQ ID NO:318) 
reverse PCR primer 5 -CTAC AT ATAATGGC ACATGTC AGCC-3 * (SEQ ID NO;319) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA34363 

0 sequence which had the following nucleotide sequence 
hybridization probe 

5'-CCTCTTCCTATC^ (SEQ ID NO:320) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amphfication with the PCR primer pair identified above, A positive library was then used to 
5 isolate clones encoding the PRO1075 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDN A libraries was isolated from human skin tumor tissue (UB324). 
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DNA sequencing of the clones isolated as described above gave the full-length. DN A sequence for 
PRO 1075 [herein designated as UNQ532 (DNA57689-1385)] (SJEQ ID NO:308) and the derived protein 
sequence for PRO 1075. 

The entire nucleotide sequence of UNQ532 (DNA57689-1385) is shown in Figure 124 (SEQ ID 
NO:308). Clone UNQ532 (DNA57689-1385) contains a single open reading frame with an apparent translational 
5 initiation site at nucleotide positions 137-i39 and ending at the stop codon at nucleotide positions 1355-1357 
(Figure 124). The predicted polypeptide precursor is 406 amino acids long (Figure 125). The full-length 
PRO 1075 protein shown in Figure 125 has an estimated molecular weight of about 46,927 daltons and a pi of 
about 5.21; Analysis of the full-length PRO1075 sequence shown in Figure 125 (SEQ ID NO:309) evidences 
the presence of the following: a signal peptide from about amino acid 1 to about amino acid 29, an endoplasmic 

10 reticulum targeting sequence from about amino acid 403 to about amino acid 406, a tyrosine kinase 
phosphorylation site from about amino acid 203 to about amino acid 21 1 and a sequence block having homology 
to the thioredoxin family of proteins from about amino acid 50 to about amino acid 66. Clone UNQ532 
(DNA57689-1385) has been deposited with ATCC on May 14, 1998 and is assigned ATCC deposit no. 209869. 
Analysis of the amino acid sequence of the full-length PRO 1075 polypeptide suggests that it possesses 

15 significant sequence similarity to protein disulfide isomerase, thereby indicating that PRO 1075 may be a novel 
protein disulfide isomerase. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 
35) evidenced significant homology between the PRO 1075 amino acid sequence and the following Dayhoff 
sequences. CELC30H7 2, CELC06A6_3, CELF42G8 3, S57942, ER72 CAEEL, CELC07A12 3, 
CEH06O01_4 and P_R51696. 

20 

EXAMPLE 50: Isolation of cDNA Clones Encoding Human PR0181 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found,. by BLAST 
and FastA sequence alignment, to have sequence homology to a nucleotide sequence encoding the cornichon 
protein. This cDNA sequence is herein designated DNA13242 (Figure 130; SEQ ID NO:323). Based on the 

25 sequence homology, oligonucleotide probes were generated from the sequence of the DNA 1 3242 molecule and 
used to screen a human placenta (LIB89) library prepared as described in paragraph 1 of Example 2 above. The 
cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et 
al., Science, 253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
The oligonucleotide probes employed included: 

30 forward PCR primer 5 '-GTGCAGCAGAGTGGCTTAC A-3 ' f SEQ ID Nn-37.6) 
reverse PCR primer S'-ACTOGACCAATTCTTCrrfiTO-T (SEQ ID MO »T>7) 
hybridization probe 

5 ' -G ATATTCTAGC ATATTGTC AG^GGA AGG ATGGTGC AAATTAGCT-3 * (SEQ ID NO:328) 

A full length clone was identified that contained a single open reading frame with an apparent 
35 translational initiation site at nucleotide positions 14-16 and ending at the stop codon found at nucleotide positions 
446-448 (Figure 128; SEQ It) NO:321). The predicted polypeptide precursor is 144 amino acids long, has a 
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calculated molecular weight of approximately 1 6,699 daltons and an estimated pi of approximately 5.6. Analysis 
of the full-length PR0181 sequence shown in Figure 129 (SEQ ID NO:322) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 20, a putative type II transmembrane 
domain from about amino acid 1 1 to about amino acid 31 and other transmembrane domains from about amino 
acid 57 to about amino acid 77 and from about amino acid 123 to about amino acid 143. Clone UNQ155 
(DNA23330-1390) has been deposited with AtCC on April 14, 1998 and is assigned ATCC deposit no. 209775. 

Analysis of the amino acid sequence of the full-length PROI81 polypeptide suggests that it possesses 
significant sequence similarity to the cornichon protein, thereby indicating that PR0181 may be a novel 
cornichon homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PRO 181 amino acid sequence and the following Dayhoff sequences, 
AF02281 1_1, CET09E8_3, S64058, YGF4YEAST, YB60YEAST, EBU89455J, SIU36383J and PH1371. 

EXAMPLE 51: Isolation of cDNA Clones Encoding Human PRO 195 

A cDNA sequence was isolated in the amylase screen described in Example 2 above and is herein 
designated DNAI3199 (Figure 134; SEQ ID NO:332). The DNA13199 sequence was then compared to a 
variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al., Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into consensus DNA sequences with the program a phrap w (Phil Green, University of Washington, 
Seattle, Washington; http://bozeman.mbt.washm#on^ The consensus sequence 

obtained therefrom is herein designated as DNA22778. 

Based on the DNA22778 sequence, oligonucleotide probes were generated and used to screen a human 
placenta library (LIB89) prepared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., Science . 
253: 1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 '-ACAAGCTGAGCTGCTGTGACAG-3 r (SEQ ID NO:333) 
reverse PCR primer 5 '-TG ATTCTGGCA ACCAAGATGGC-3 ' (SEQ ID NO:334) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed frorh the DNA22778 sequence 
which had the following nucleotide sequence 
hybridization probe 

5 ' -ATGGCCHTGGCCGG AGGTTCGGGGACCGCTTCGGCT * (SEQ ID NO:335) 

In order to screen several libraries for a source of a full-length clone, DNA from the hbraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0195 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
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translational initiation site at nucleotide positions 70-72 and ending at the stop codon found at nucleotide positions 
1039-104 1 (Figure 132; SEQ ID NO:330). The predicted polypeptide precursor is 323 amino acids long, has 
a calculated molecular weight of approximately 36,223 daltons and an estimated pi of approximately 5.06. 
Analysis of the full-length PR0195 sequence shown in Figure 132 (SEQ ID NO:330) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 3 1 , a transmembrane domain from 
about amino acid 241 to about amino acid 260 and a potential N-grycosylation site from about amino acid 90 to 
about amino acid 93. Clone UNQ169 (DNA26847-1395) has been deposited with AT CC on April 14, 1998 and 
is assigned ATCC deposit no. 209772. 

Analysis of the amino acid sequence of the full-length PRO 195 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However; an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0195 amino acid sequence and the 
following Dayhoff sequences, PP91380, AF0351 18J, HUMTROPCSJ, NUODSALTY and E70002. 

EXAMPLE 52: Isolation of cDNA Clones Encoding Human PRQ865 

A cDNA sequence isolated in the amylase screen described in Example 2 above was herein designated 
DNA37642 (Figure 137, SEQ ID NO:338). The DNA37642 sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify homologies therebetween. 
The homology search was performed using the computer program BLAST or BLAST2 (Altshul et al., Methods 
in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 
90) or greater that did not encode known proteins were clustered and assembled into consensus DNA sequences 
with the program "phrap" (Phil Green, University of Washington, Seatde, Washington; 
htm://bozeman.mbt.washmg£on.e^ The consensus sequence obtained is herein 

designated DNA48615. 

Based on the DNA48615 consensus sequence, probes were generated and used to screen a human fetal 
kidney (LIB227) library prepared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., Science . 
253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PGR primers (forward and reverse) were synthesized: 
forward PCR primer 1 5 ' - AAGCTGCCGG AGCTGC A ATfi-3 1 (SEQ ID NO:339) 
forward PCR primer 2 5 --TTGCTTCrTA ATCCTG AGCfiC.^ ' (SEQ ID NO:340) 
forward PCR primer 3 5 *- AAAGG AGG ACTTTCG A PTnr-^ ' (SEQ ID NO:341) 
reverse PCR primer 1 5 ' -AG AGATTCATCCACTOCTCC A A fiTCH-l * (SEQ ID NO: 342) 
reverse PCR primer 2 5 * -TCTGC AG AAAC AGGCAC ATATG AGC-3 * (SEQ ID NO:343) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA486 15 
sequence which had the following nucleotide sequence 
hybridization probe 
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5 ' - AG AC AGCGGC AC AG AGOTGCTTCTGCC AGGTTAGTGGTT ACTTGG ATG AT-3 * (SEQ ID NO:344) 
In order to screen several libraries for a source of a full-length clone, DN A from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0865 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
5 translational initiation site at nucleotide positions 173-175 and ending at the stop codon found at nucleotide 
positions 1577-1579 (Figure 135; SEQ ID NO:336). Tbe predicted polypeptide precursor is 468 amino acids 
long, has a calculated molecular weight of approximately 54,393 daltons and an estimated pi of approximately 
5.63. Analysis of the full-length PR0865 sequence shown in Figure 136 (SEQ ID NO:337) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 23, potential N- 
10 glycosylation sites from about amino acid 280 to about amino acid 283 and from about amino acid 384 to about 
amino acid 387, a potential amidation site from about amino acid 94 to about amino acid 97, glycosaminoglycan 
attachment sites from about amino acid 20 to about amino acid 23 and from about amino acid 223 to about amino 
acid 226, an aminotransferase class-V pyridoxyl-phosphate amino acid sequence block from about amino acid 
2 1 6 to about amino acid 222 and an amino acid sequence block similar to that found in the interleukin-7 protein 
15 from about amino acid 338 to about amino acid 343. Clone UNQ434 (DNA53974- 1401) has been deposited with 
5 ATCC on April 14, 1998 and is assigned ATCC deposit no. 209774. 

Analysis of the amino acid sequence of the full-length PRQ865 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some degree of homology between the PR0865 amino acid sequence and the 
20 following Dayhoff sequences, YMN0 YEAST, ATFCA4_43, S44168, P WI4549 and RABTCRG4_I. 

EXAMPLE 53: Isolation of cDNA Clones Encoding Human PRQ827 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by BLAST 
and FastA sequence alignment, to have sequence homology to nucleotide sequences encoding various integrin 

25 proteins. This cDNA sequence is herein designated DNA47751 (see Figure 140; SEQ ID NO:347). Based on 
the sequence homology, probes were generated from the sequence of the DNA47751 molecule and used to screen 
a human fetal pigment epithelium library (LIB 1 13) prepared as described in paragraph 1 of Example 2 above. 
The cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes 
et al. t Science, 253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

30 PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5*-AG<X}ACAGAGGCCAG AGGACTTC-3 * (SEQ ID NO:348) 

reverse PCR primer 5*-CAGGTGCATATTC ACAGP AGO ATfi-^ 1 (SEQ ID NO:349) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA4775 1 

sequence which had the following nucleotide sequence 

35 hybridization probe 

5 '-GG AACTCCCCTTCGTCACTCACCTGTTCITGCCCCT ' (SEQ ID 
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NO:350) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0827 gene using the probe oligonucleotide and one of the PGR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 

5 translational initiation site at nucleotide positions 134-136 and ending at the stop codon found at nucleotide 
positions 506-508 (Figure 1 38; SEQ ID N0.345). The predicted polypeptide precursor is 1 24 amino acids long, 
has a calculated molecular weight of approximately 13,352 daltons and an estimated pi of approximately 5.99. 
Analysis of the full-length PR0827 sequence shown in Figure 139 (SEQ ID NO:346) evidences the presence of 
the following: a signal peptide from about amino acid 1 to about amino acid 22, a cell attachment sequence from 

10 about amino acid 70 to about amino acid 72, a potential N-glycosylation site from about amino acid 98 to about 
amino acid 101 and an integrin alpha chain protein homology sequence from about amino acid 67 to about ammo 
acid 81. Clone UNQ468 (DNA57039-1402) has been deposited with ATCC on April 14, 1998 and is assigned 
ATCC deposit no. 209777. 

Analysis of the amino acid sequence of the full-length PR0827 polypeptide suggests that it possesses 

15 significant sequence similarity to the VLA-2 integrin protein and various other integrin proteins, thereby 
indicating that PR0827 may be a novel integrin or splice variant thereof. More specifically, an analysis of the 
Dayhoff database (version 35 .45 SwissProt 35) evidenced significant homology between the PRO240 amino acid 
sequence and the following Dayhoff sequences, S44142, IT A2 HUMAN, ITA1_RAT, ITAI_HUMAN, 
ITA4HUMAN, ITA9HUMAN, AF032108J, ITAM_MOUSE, ITA8_CHICK and ITA6_CHICK. 

20 

EXAMPLE 54: Isolation of cDNA Clones Encoding Human PRO 11 14 

A cDNA sequence isolated in the amylase screen described in Example 2 was. found, by the WU- 
BLAST2 sequence alignment computer program, to have certain sequence identity to other known interferon 
receptors. This cDNA sequence is herein designated DNA48466 (Figure 143; SEQ ID NO:352). Based on the 
25 sequence identity, probes were generated from the sequence of the DNA48466 molecule and used to screen a 
human breast carconoma library (LIB 135) prepared as described in paragraph 1 of Example 2 above. The 
cloning vector was pRK5B (pRK5B is a precursor of pRKSD that does not contain the SfU site; see, Holmes et 
Science, 253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 
The oligonucleotide probes employed were as follows: 
30 forward PCR primer 5 , -AGGCTTCGCTGCGACTAGACCTC-3 , (SEQ ID NO:354) 
reverse PCR primer 5'-CCAGGTCGGGTAAGGATGGTTG AG-3 ' (SEQ ID NO:355) 
hybridization probe 

5 *-TTTCTACGC ATTGATTCCATGTTTGCTCACAG ' (SEQ ID NO:356) 

A full length clone was identified that contained a single open reading frame with an apparent 
35 translational initiation site at nucleotide positions 250-252, and a stop signal at nucleotide positions 1 183-1 185 
(Figure 141, SEQ ID NO:351). The predicted polypeptide precursor is 311 amino acids long, has a calculated 
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molecular weight of approximately 35,076 daltons and ari estimated pi of approximately 5.04. Analysis of the 
full-length PROl 1 14 interferon receptor sequence shown in Figure 1 42 (SEQ ID NO:352) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 29, a transmembrane domain 
from about amino acid 230 to about amino acid 255, potential N-glycosylation sites from about amino acid 40 
to about amino acid 43 and from about amino acid 134 to about amino acid 137, an amino acid sequence block 
having homology to tissue factor proteins from about amino acid 92 to about amino acid 119 and ah amino acid 
sequence block having homology to integrin alpha chain proteins from about amino acid 232 to about amino acid 
262. Clone UNQ557 (DNA57033-1403) has been deposited with ATCC on May 27, 1998 andis assigned AT.CC 
deposit no. 209905. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 142 (SEQ ID NO:352), evidenced significant 
homology between the PRO 1 1 14 interferon receptor amino acid sequence and the following Dayhoff sequences: 
G01418, INRl_MOUSE, P_R71035. INGS_HUMAN, A26595J, A26593J, 156215 and TFHUMAN. 

EXAMPLE 55: Isolation of cDNA Clones Encoding Human PR09.37 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA30905. Based on the DNA30905 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the fulNIength coding sequence for . 
PR0237. 

. PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 '-TCTGCTG AGGTGCAGCTC ATTCAC-3 ' (SEQ ID NO:359) 
reverse PCR primer 5 '-G AGGCTCTGGAAGATCTG AG ATGG-3 ' (SEQ ID NO:360) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA30905 
sequence which had the following nucleotide sequence 
hybridization probe 

5 '-^CTCTTTGTC AACGTTGCCAGTACCTCTAACCCATTCCTCAGTCGCCTC-3 ' (SEQ ID NO:361) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0237 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LBB153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0237 [herein designated as UNQ21 1 (DNA34353-1428)] (SEQ ID NO.-357) and the derived protein sequence 
for PR0237. 

The entire nucleotide sequence of UNQ211 (DNA34353-1428) is shown in Figure 144 (SEQ ID 
NO:357). Clone UNQ21 1 (DNA34353-1428) contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 586-588 and ending at the stop codon at nucleotide positions 1570-1572 
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(Figure 144). The predicted polypeptide precursor is 328 amino acids long (Figure 145). The full-length 
PR0237 protein shown in Figure 145 has an estimated molecular weight of about 36,238 daltons and a pi of 
about 9.90. Analysis of the full-length PR0237 sequence shown in Figure 145 (SEQ ID NO:358) evidences the 
presence of the following: a signal peptide from about amino acid I to about amino acid 23, a transmembrane 
domain from about amino acid 177 to about amino acid 199, potential N-glycosylation sites from about amino 
5 acid 1 18 to about amino acid 121 , from about amino acid 170 to about amino acid 173 and from about amino 
acid 260 to about amino acid 263 and eukary otic-type carbonic anhydrase sequence homology blocks from about 
amino acid 222 to about amino acid 270, from about amino acid 123 to about amino acid 164 and from about 
amino acid 45 to about amino acid 92. Clone UNQ2 1 1 (DN A34353-1428) has been deposited with ATCC on 
May 12, 1998 and is assigned ATCC deposit no. 209855. 
10 Analysis of the amino acid sequence of the full-length PR0237 polypeptide suggests that it possesses 

significant sequence similarity to the carbonic anhydrase protein! More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced significant homology between the PR0237 amino acid sequence 
and the following Dayhoff sequences, AF050106J, OACALP1, CELD1022 8, CAH2_HUMAN, 1CAC. 
CAH5JHUMAN, CAHPJKJMAN, CAH3_HUMAN, CAHI_HUMAN and 2CAB. 

15 

EXAMPLE 56 : Isolation of cDNA Clones Encoding Human PRQ541 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42259. Based on the DNA42259 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained . 
20 the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0541. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5*~GGACAGAATTTnnnAnr ap Arjnn.y (SEQ ID NO:364) 
forward PCR primer 5 '-CC A AC, A GT ATA fTCTrroYv;.v (SEQ ID NO:365) 
25 reverse PCR primer S^AGCACAfiATTTTrTrTAr AGrrrrvvv (SEQ ID NO:366) 
reverse PCR primer S'-AACC ACTCrAfir ATnrArTnrjnn^ (SEQ ID NO: 367) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42259 
sequence which had the following nucleotide, sequence 
hybridization probe 

30 5 *-CC ATTCAGGTGTTCTGGCCCTGTATGTACACATTATACACAGGTCGTGTG-3 * (SEQ ID NO:368) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with one of the PGR primer pairs identified above. A positive library was then 

used to isolate clones encoding the PR0541 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 
35 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0541 [herein designated as UNQ342 (DNA454 1 7-1432)] (SEQ ID NO:362) and the derived protein sequence 
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forPR0541. 

The entire nucleotide sequence of UNQ342 (DNA45417-1432) is shown in Figure 146 (SEQ ID 
NO:362). Clone UNQ342 (DNA45417-1432) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 469-471 and ending at the stop codon at nucleotide positions . 1969-1 971 
(Figure 146). The predicted polypeptide precursor is 500 amino acids long (Figure 147). The full-length 

5 PR0541 protein shown in Figure 147 has an estimated molecular weight of about 56,888 daltons and a pi of 
about 8.53. Analysis of the full-length PR0541 sequence shown in Figure 147 (SEQ ID NO:363) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino acid 20, amino acid sequence 
blocks having homology to extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 from about amino acid 165 to about 
amino acid 186, from about amino acid 196 to about amino acid 218, from about amino acid 134 to about amino 

10 acid 146, from about amino acid 96 to about amino acid 108 and from about amino acid 58 to about amino acid 
77 and a potential N-glycosylation site from about amino acid 28 to about amino acid 31. Clone UNQ342 
(DNA45417-1432) has been deposited with ATCC on May 27, 1998 and is assigned AJCC deposit no. 209910. 

Analysis of the amino acid sequence of the full-length PR0541 polypeptide suggests that it possesses 
significant sequence similarity to a trypsin inhibitor protein, thereby indicating mat PI10541 may be a novel 

1 5 trypsin inhibitor. More specifically , an analysis of the Dayhoff database (version 35 .45 SwissProt 35) evidenced 
significant homology between the PR0541 arnino acid sequence and the following Dayhoff sequences, 
D45027J, AB009609J, JC5308,CRS3_HORSE,TPX1_HUMAN, HELOJHELHO, GEN 14351, A281 12_1 , 
CET05A10 4 and P_W1 1485. 

20 EXAMPLE 57: Isolation of cDNA Clones Encoding Human PRQ273 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA36465. Based on the DNA36465 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

25 PR0273. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer S'-CAGCGCCCTCCCCATGTCCCTG ^' (SEQ ID NO:371) 
reverse PCR primer 5* -TCCCA ACTGGTTTGGAGTTTTCCC-3 ' (SEQ ID NO:372) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36465 
. 30 sequence which had the following nucleotide sequence 
hybridization probe 

5 , -CTCCGGTCAGCATGAGGCTCCTGGCGGCCGCTGCTCCTGCTGCTG-3 , (SEQ ID NO:373) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
35 isolate clones encoding the PR0273 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0273 [herein designated as UNQ240 (DNA39523-1 192)J (SEQ ID NO:369) and the derived protein sequence 
forPR0273. 

The entire nucleotide sequence of UNQ240 (DNA39523-1192) is shown in Figure 148 (SEQ ID 
NO.369) . Clone UNQ240 (DNA39523- 1 1 92) contains a single open reading frame with an apparent translation^ 
5 initiation site at nucleotide positions 167-169 and ending at the stop codon at nucleotide positions 500-502 
(Figure 148). The predicted polypeptide precursor is 1 1 1 amino acids long (Figure 149). Clone UNQ240 
(DNA39523-1 192) has been deposited with the ATCC. It is understood that the deposited clone contains the 
actual sequence and that the. sequences provided herein are merely representative based on current sequencing 
techniques. Moreover, given the sequences provided herein and knowledge of the universal genetic code, the 
10 corresponding nucleotides for any given amino acid can be routinely identified and vice versa. 

Analysis of the amino acid sequence of the full-length PR0273 polypeptide suggests that portions of 
it possess sequence identity with human macrophage inflammatory protein-2, cytokine-induced neutrophil 
chemoattractant 2, and neutrophil chemotactic factor 2-beta, thereby indicating that PR0273 is a novel 
chemokine. 

15 As discussed further below, the cDNA was subcloned into a baculovirus vector and expressed in insect 

cells as a C-tenninally tagged IgG fusion protein. N-tenninal sequencing of the resultant protein identified the 
signal sequence cleavage site, yielding a mature polypeptide of 77 amino acids. The mature sequence, showing 
31-40% identity to other human CXC chemokines, includes the four canonical cysteine residues but lacks the 
ELR motif. Northern analysis demonstrates expression at least in the small intestine, colon, spleen, lymph node 

20 and kidney. By in situ hybridization, also described in detail below, mRNA is localized to the lamina propria 
of intestinal villi and to renal tubules. 

EXAMPLE 58 : Isolation of cDNA Clones Encoding Human PRO701 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
25 above, wherein the consensus sequence obtained is herein designated DNA39848. Based on the DNA39848 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
; the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO701. 

A pair of PCR primers (forward and reverse) were synthesized: 
30 forward PCR primer 5 '-GGCAAGCf ACGGAAACGTCATCGTG-3' (SEQ ID NO:376) 
reverse PCR primer 5 ' -A ACCCCCG AfiCf? A A A A n A tcxttc a P~v (SEQ ID NO:377) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39848 
sequence which had the following nucleotide sequence: 
hybridization probe 

35 5*-GTACCGGTGACCAGGCAGCAAAAGGCAACrATGGGCTCCTGGATCAG-3* (SEQ ID NO:378). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
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screened by PCR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO701 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO701 {herein designated as UNQ365 (DNA44205-1285)] (SEQ ID NO:374) and the derived protein sequence 
forPRO701. 

The entire nucleotide sequence of UNQ365 (DNA44205-1285) is shown in Figure 150 (SEQ ID 
NO:374). Clone UNQ365 (DNA44205-1285) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 50-52 and ending at the stop codon at nucleotide positions 2498-3000 
(Figure 150). The predicted polypeptide precursor is 816 amino acids long (Figure 151). The full-length 
PRO70I protein shown in Figure.151 has an estimated molecular weight of about 91,794 daltons, a pi of about 
5.88 and NX(S/T) being 4. Clone UNQ365 (DNA44205-1285) has been deposited with the ATCC on March 
31, 1998. It is understood that the clone was the correct and actual sequence, wherein the sequences provided 
herein are representative based on sequencing techniques. 

Still regarding the amino acid sequence shown in Figure 151, there is a potential signal peptide cleavage 
site at about amino acid 25. There are potential N-glycosylation sites at about amino acid positions 83,511,716 
and 803. The carboxylesterases type-B signature 2 sequence is at about residues 125 to 135. Regions 
homologous with carboxylesterase type-B are also at about residues 54-74, 197-212 and 221-26 K A potential 
transmembrane region corresponds approximately to amino acids 671 through about 700. The corresponding 
nucleic acids can be routinely determined from the sequences provided herein. 

Analysis of the amino acid sequence of the full-length PRCttOl polypeptide suggests that it possess 
significant homology to the neuroligins from rattus norvegicus indicating that PRO701 may be a novel human 
neuroligiii. 

EXAMPLE 59: Isolation of cDNA Clones Encoding Human PRO704 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43033. Based on the DNA43033 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO704. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 > -CCTrGGGTCGTGGCAGCAGTGG-3 > (SEQ ID NO:381); 
reverse PCR primer 5 t <:ACTC^CCAGC?CTGCATGCTCAGG-3^ (SEQ ID NO:382). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43033 consensus 
sequence which had the following nucleotide sequence: 
hybridizat ion probe 

5 '^TC AAACGTTCG AGT ACTTG A A ACGGG AGC ACTCGCTGTCG AAGC-3 * (SEQ ID NO:383). 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO704 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO704 [herein designated as UNQ368 (DNA5091 1-1288)J (SEQ ID NO:379) and the derived protein sequence 
forPRO704. 

The entire nucleotide sequence of UNQ368 (DNA5091 1-1288) is shown in Figure 152 (SEQ ID 
NO:379). Clone UNQ368 (DNA5091 1-1288) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 8-10 and ending at the stop codon at nucleotide positions 1052-1054 (Figure 
152). The predicted polypeptide precursor is 348 amino acids long (Figure 153). The full-length PRO704 
protein shown in Figure 153 has an estimated molecular weight of about 39,71 1 and a pi of about .8.7. Clone 
UNQ368 (DNA5091 1-1288) has been deposited with the ATCC on March 31; 1998. Regarding the sequence, 
it is understood that the deposited clone contains the correct sequence, and the sequences provided herein are 
based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO704 polypeptide suggests that portions of 
it possess significant homology to the vesicular integral membrane protein 36, thereby indicating that PRO704 
may be a novel vesicular integral membrane protein. 

Still analyzing the amino acid sequence of SEQ ID NO:380, the putative signal peptide is at about amino 
acids 1-39 of SEQ ID NO;380. The transmembrane domain is at amino acids 310-335 of SEQ ID NO:380. 
A potential N-glycosylation site is at about amino acids 180-183 of SEQ ID NO:380. The corresponding 
nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 60: Isolation of cDNA Clones Encoding Human PRO706 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA40669. Based on the DNA40669 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO706. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5»-CCAAGCAGCTTAGAGCTCCAGACC-3' (SEQ ID NO:386) 
reverse PCR primer 5 -TTCCCTATGCTCTGTATTGGC ATGG-3 ' (SEQ ID NO:387) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40669 
sequence which had the following nucleotide sequence 
hybridization probe 

5 '-GCCACHTCTGCC AC AATGTCAGCHTTCCCTGT ACC AG AAATGGCT * (SEQ ID NO:388) 
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In order to screen several libraries for a source of a full-length, clone. DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was fen used to 
isolate clones encoding the PRO706 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO706 [herein designated as UNQ370 (DNA48329-I290)] (SEQ ID NO:384) and the derived protein sequence 
for PRO706. It is understood that the deposited clone contains the actual sequence, and that the sequences 
provided herein are representative based on current sequencing techniques. 

The entire nucleotide sequence of UNQ370 (DNA48329-I290) is shown in Figure 154 (SEQ ID 
NO:384). Clone UNQ370(DNA4 8 329-1290)«,„tainsasmgleor*nreadingf^ 

initiation site at nucleotide positions 279-281 and ending a, the stop codon at nucleotide positions 1719-1721 
(Figure 154), The predicted polypeptide precursor is 480 amino acids long (Figure 155). The full-length 
PRO706 protein shown in Figure 155 has an estimated molecular weigh, of about 55,239 daltons and a pi of 
about 9.30. Clone UNQ370 (DNA48329-1290) has been deposited with the ATCC on April 21. 1998. 

Still regarding the amino acid sequence shown in Figure 155, there is a potential signal peptide cleavage 
site at about amino acid 19. There are potential N-glycosylation sites a, about amino acid positions 305 and 354. 
There is a potential tyrosine kinase phosphorylation site at about amino acid position 333 : A region homologous 
with histidine acid phosphatase is a, about residues 8*102. The corresponding nucleic acid regions can be 
routinely determined given the provided sequences, i.e., the codons can be determined from the specifically 
named amino acids given. 

Analysis of the amino acid sequence of the full-length PRO706 polypeptide suggests that portions of 
.tpossesssignifK^thomologytoutehurnanprostaticacid 
may be a novel human prostatic acid phosphatase. 

EXAMPLE61: Isolation of rTVMA Clones Fnrwfing Human PRn7fV7 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA42775. Based on DNA42775 
oligonucleotides were synmesized: 1) to identify by PCR a cDNA library mat contained the sequence of interest', 
and 2) for use as probes to isolate a clone of the fall-lengm coamg sequence for PRO707. 
A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer S -TCCGTCTCTGTGAACCGCCCCAC-3' (SEQ ID NO:3?l); 

reverse PCR primer 5'-CTCG(KK^GCATTGTCGTTCTGGTC-3'. (SEQ ID NO.392). 

Additionally, asyndetic oligonucleotide hybridization probe was constructed from the DNA42775 sequence 

which had the following nucleotide sequence: 

hybridization probe 

5'-CCGACTGTGAAAGAGAACGCCCCAGATCCACTTATTCCCC-3' (SEQ ID NO.-393). 

In order to screen several libraries for a source of a ful.-lengrh clone, DNA from the libraries was 
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screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO707 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO707 [herein designated as UNQ371 (DNA48306-1291)] (SEQ ID NO:389) and the derived protein sequence 
forPRO707. 

The entire nucleotide sequence of UNQ371 (DNA48306-1291) is shown in Figure 156 (SEQ ID 
NO:389). Clone UNQ371 <DNA48306-1291)«>m^ 

initiation site at nucleotide positions 371-373 and ending at the stop codon at nucleotide positions 31 19-3121 of 
SEQ ID NO.-389. The predicted polypeptide precursor is 916 amino acids long (Figure 157). The full-length 
PRO707 protein shown in Figure 157 has an estimated molecular weight of about 100,204 daltons and a pi of 
about 4.92. Clone UNQ371 (DNA48306-1291) has been deposited with ATCC on May 27. 1998. It is 
understood that the clone UNQ371 which is deposited is that which encodes PRO707, and that the sequences 
herein are merely representations based on known sequencing techniques which may be subject to minor errors. 

Regarding analysis of the amino acid sequence, the signal sequence appears tobe at about 1 through 
30 of SEQ ID NO:390. Cadherins extracellular repeated domain signature sequence is at about amino acids 121- 
131 . 230-240, 335-345, 440-150, and 550-560 of SEQ ID NO:390. Tyrosine kinase phosphorylation sites are 
at about amino acids 124-132 and 580-586 of SEQ ID NO:390. A potential transmembrane domain is at about 
amino acids 682-715 ± 5. The nucleic acid positions can be derived by referring to the corresponding codon 
for the named amino acid. 

Analysis of the amino acid sequence of the full-length PRO707 polypeptide suggests that portions of 
it possess significant homology to the cadherin FIB3 protein, expressed in human fibroblasts, thereby indicating 
that PRO707 may be a novel cadherin. 



5 EX AMPLE 62 : Isolation of cDNA Clones Encoding Human PRfm? 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA48336. Based on the DNA48336 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 

) PR0322. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -C AGCCTAC AG AATAAAG ATGGCCC-3 ' (SEQ ID NO:396) 
reverse PCR primer 5 'rGGTGC A ATG ATCTGCCAGGCTGAT-3 ' (SEQ ID NO:397) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48336 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 
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5 AG A AATACCTGTGGTTC AGTCC ATCCCAAACCCCTGCTACA AC AGC AG-3 ' (SEQ ID NO:398). 

In order to screen several libraries for a source of a full-length done, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0322 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0322 fhereindesignated as UNQ283 (DNA48336-1309)] (SEQ ID NO:394) and the derived protein sequence 
for PR0322. It is understood that UNQ283 (DNA48336-I309) in fact encodes PR0322, and that SEQ ID 
NO:394 is a representation of the sequence based on sequencing techniques known in the art. 

The entire nucleotide sequence of UNQ283 (DNA48336-1309) is shown in Figure 158 (SEQ ID 
NO:3W).ao n eUNQ283(DNA48336-1309)comainsasmgleo P enreaa^^ 

initiation site at nucleotide positions 166-168 and ending at the stop codon at nucleotide positions 946-948 
(Figure 158). The predicted polypeptide precursor is 260 amino acids long (Figure 159). The full-length 
PR0322 protein shown in Figure 159 has an estimated molecular weight of about 28,028 daltons and a pi of 
about 7.87. Clone UNQ283 (DNA48336-1309) has been deposited with ATCC and is assigned ATCC deposit 
15 no. 209669. 

Regarding the amino acid sequence of Figure 159. a potential N-glycosylation site is at amino acid 1 10 
of SEQ ID NO:395. The serine proteases, trypsin family and histidine active site is identified at amino acids 
69 through 74 of SEQ ID NO:395 and the consensus sequence is identified at amino acids 207 through 217 of 
SEQ ID NO:395. The kringle domain proteins motif is identified at amino acids 205 through 217 of SEQ ID 
20 NO-.395. The putative signal peptide is encoded at about amino acids 1-23. \ 
Analysis of the amino acid sequence of the full-length PR0322 polypeptide suggests that portions of 
it possess significant homology to neuropsin and other serine proteases, thereby indicating that PR0322 is a 
novel serine protease related to neuropsin. 

t5 EX AMPLE 63: Isolation of cDNA Clones Encoding Human PRQ526 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA39626. Based on the DNA39626 
consensus sequence. oUgonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
> PR0526. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-TGGCTGCCCTGCAGTACCTCTACC-3- (SEQ ID NO:401); 
reverse PCR primer S'-CCCTGCAGGTCATTGGCAGCTAGG-3' (SEQ ID NO:402). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA39626 consensus 
sequence which had the following nucleotide sequence: 
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hybridization probe 

5 -AGGCACTGGCTGATGACACCTTCCGGGACCTGGGCAACCTCACAC-3- (SEQ ID NO:403). 

In order to screen several libraries for a source of a full-length clone. DNA from the libraries was 
screened by PGR amplication with the PGR primer pair identified above. A positive library was then used ,o 
isolate clones encoding the PR0526 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (UB228)! 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRQ526 [herein designated as UNQ330 (DNA44184-1319)] (SEQ ID NO:399) and the derived protein sequence 
forPR0526. 

The entire nucleotide sequence of UNQ330 (DNA44184-1319) is shown in Figure 160 (SEQ ID 
N °^>- Clone UNQ330(DNA4418^ 

mtuanon site at nucleotide positions 514-516 and ending a, the stop codon a. nucleotide positions 1933-1935 
(Figure 160). The predicted polypeptide precursor is 473 amino acids long (Figure 161). The full-length 
PROS26 protein shown in Figure 161 has an estimated molecular weight of about 50.708 daltons and a pi of 
about 9.28. Clone UNQ330 (DNA44184-13I9) has oeen deposited wim me ATCC on March 26. 1998 his 
urxlemoodtomeclonecontainsmeacrualsequence. whereas me sequent presented herein are re preS entative 
based on current sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0526 polypeptide suggests mat portions of 
« possess significant homology to the leucine repeat rich proteins including ALS, SLIT, carboxypeptidase and 
platelet glycoprotein V thereby indicating mat PRD526 is a novel protein which is involved in protein-protein 

interactions. 

Still analyzing SEQ ID NO:400, the signal peptide sequence is a, about amino acids 1-26. A leucine 
zmper pattern is at about amino acids 135-156. A glycosaminoglycan attachment is at about amino acids 436- 
439. N-glycosylation sites are at about amino acids 82-85, 179-182. 237-240 and 423^26. A von Willebrand 
factor (VWF) type C dbmain(s) is found at about amino acids 41 1-425. The skilled artisan can understand 
which nucleotides correspond to these amino acids based on the sequences provided herein. 

EXAMPLE 64: Isolation of cO NA Clones Fnm dinf Human PPrrai 

An ECD database was searched and an expressed sequence tag (EST) from LIFESEQ™ focyte 
Pharmaceuticals. Palo Alto. CA was identified which showed homology to protocadherin 3. Based on this 
sequence, a search was performed using the computer program BLAST or BLAST2 (Altshul et al Methods in 
Enapology. 266:46(M80 (1996)) as a comparison of the ECD protein sequences to a 6 frame translation of the 
EST sequence. Those comparisons resulting in a BLAST score of 70 (or in some cases 90). or greater that did 
no, encode known proteins were clustered and assembled into consereus DNA sequences with the program 
-Phrap" (Phil Green. University of Washington. Seattle. Washington; 
htro://bozenian.mbt.washmgton^^ 

A consensus DNA sequence was assembled relative to other EST sequet^s using phrap. Based on me . 
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consensus sequence obtained, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
forPR0531. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5*-CTGAGAACGCGCCTGAAACTGTG-3* (SEQ ID NO.406); 
reverse PCR primer 5*-AGCGTTGTCATTGACATCGGCG-3' (SEQ ID NO:407). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA sequence 
which had the following nucleotide sequence: 
hybridization probe 

5--TTAGTTGCTCCATTCAGGAGGATCTAGCCTTCCTCCTGAAATGCGCGGAA-3' (SEQ ID NO:408). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0531 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue (LIB153). The cDNA libraries 
used to isolate the cDNA clones were constructed by standard methods using commercially available reagents 
such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT containing a Notl site, 
linked with blunt to Sail hemikinased adaptors, cleaved with Notl. sized appropriately by gel electrophoresis, 
and cloned in a defined orientation into a suitable cloning vector (such as pRKB or pRKD; pRK5B is a precursor 
of pRK5D that does not contain the Sfil site; see, Holmes et al., Science. 253:1278-1280 (1991)) in the unique 
Xhol and Notl sites. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR053 1 [herein designated as UNQ332 (DNA48314- 1320)] (SEQ ID NO:404) and the derived protein sequence 
forPR0531. 

The entire representative nucleotide sequence of UNQ332 (DNA48314-1320) is shown in Figure 162 
(SEQ ID NO:404). It is understood that the actual sequence is that within the clone deposited with the ATCC 
as DNA48314-1320. Clone UNQ332 (DNA48314-1320) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 171-173 and ending at the stop codon at nucleotide positions 
2565-2567 (Figure 162). The predicted polypeptide precursor is 789 amino acids long (Figure 163). The full- 
length PR0531 protein shown in Figure 163 has an estimated molecular weight of about 87.552 daltons and a 
pi of about 4.84. Clone UNQ332 (DNA483I4-1320) has been deposited with the ATCC on March 26, 1998. 

Analysis of the amino acid sequence of the full-length PROS31 polypeptide suggests that portions of 
it possess significant homology to protocadherin 3. Moreover. PR0531 is found in the brain, like other 
protocadherins. thereby indicating that PR0531 is a novel member of the cadherin superfamily. 

Still analyzing the amino acid sequence of SEQ ID NO:405, the cadherin extracellular repeated domain 
signature is found at about amino, acids 122-132. 231-241. 336,346, 439-449 and 549-559 of SEQ ID NO.-405 
An ATP/GTP-binding site motif A (P-loop) is found at about amino acids 285-292 of SEQ ID NO:405. N- 
glycosylation sites are found at least at about amino acids 567-570. 786-790, 418-421 and 336-339 of SEQ ID 
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NO:405. The signal peptide is at about amino acids 1 -26, and the transmembrane domain is at about amino acids 
685-712 of SEQ ID NO:405. 

EXAMPLE 65: Isolation of cDNA Clones Encoding Human PRQ534 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43038. Based on the 43048 consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PR0534. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5*-CACAGAGCCAGAAGTGGCGGAATC-3* (SEQ ID NO:4 11); 
reverse PCR primer 5 '-CCAC ATGTTCCTGCTCTTGTCCTGG-3 ' (SEQ ID NO:4 12). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA43038 
sequence which had the following nucleotide sequence: 
hybridization probe 

5^GGTAGTGACTGTACTCTAGTCCTGTTTTACACCCCGTGGTGCCG-3' (SEQ ID NO:413). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0534 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0534 [herein designated as UNQ335 (DNA48333- 1 321)] (SEQ ID NO:409) and the derived protein sequence 
forPR0534. 

The entire nucleotide sequence of UNQ335 (DNA48333-1321) is shown in Figure 164 (SEQ ID 
NO:409). Clone UNQ335 (DNA48333- 132 1) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 87-89 and ending at the stop codon at nucleotide positions 1167-1169 
(Figure 164). The predicted polypeptide precursor is 360 amino acids long (Figure 165). The full-length 
PR0534 protein shown in Figure 165 has an estimated molecular weight of about 39,885 daltons and a pi of 
about 4.79. Clone UNQ335 (DNA48333-1321) has been deposited with ATCC on March 26, 1998. It is 
understood that the deposited clone contains the actual sequence, and that the sequences provided herein are 
representative based on current sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0534 polypeptide suggests that portions of 
it possess significant sequence identity with the protein disulfide isomerase, thereby mmcating that PRQ534 may 
be a novel disulfide isomerase. 

Still analyzing the amino acid sequence of PR0534, the signal peptides is at about amino acids 1-25 of 
SEQ ID NO:410. the transmembrane domain is at about amino acids 321-340 of SEQ ID NO:410. The 
disulfide isomerase corresponding region is at amino acids 212-302 of SEQ ID NO:410. The thioredoxin domain 
is at amino acids 2 II -227 of SEQ ID NO:410. N-glycosylation sites are at: 165-168, 181-184, 187-190, 194- 
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. 197, 206-209, 278-281, and 293-296 of SEQ ID NO:410: The corresponding nucleotides can routinely be 
determined from the sequences provided herein. PR0534 has a transmembrane domain rather than an ER 
retention peptide like other protein disulfide isomerases. Additionally, PR0534 may have an intron at the 5 
prime end. 

5 EXAMPLE 66: Isolation of cDNA Clones Encoding Human PRQ697 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 

above, wherein the consensus sequence obtained is herein designated DNA43052. Based on this consensus 

sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence 

of interest, arid 2) for use as probes to isolate a clone of the full-length coding sequence for PR0697. 
10 A pair of PGR primers (forward and reverse) were synthesized: 

forward PCR primer 5 ' -CCTGGCTCGCTGCTGCTGCTC-3 ' (SEQ ID NO:416); 

reverse PGR primer 5' -CCTCACAGGTGC ACTGC A AGCTGTC-3 ' (SEQ ID NO:417). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43052 consensus 

sequence which had the following nucleotide sequence: 
15 hybridization probe 

5 '-CTCTTCCTCTTTGGCCAGCCCG ACTTCT » (SEQ ID NO: 4I8). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0697 gene using the probe oligonucleotide and one of the PCR primers^ RNA 
20 for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the; full-length DNA sequence for 
PR0697 [herein designated as UNQ361 (DNA50920-1325)] (SEQ ID NO:4 14) and the derived protein sequence 
for PR0697. 

The entire nucleotide sequence of UNQ361 (DNA50920-1325) is shown in Figure 166 (SEQ ID 

25 NO:4I4). Clone UNQ361 (DNA50920-1325)con^ 

initiation site at nucleotide positions 44-46 and ending at the stop codon at nucleotide positions 929-93 1 (Figure 
166). The predicted polypeptide precursor is 295 amino acids long (Figure 167). The full-length PR0697 
protein shown in Figure 167 has an estimated molecular weight of about 33,518 daltons and a pi of about 7.74. 
Clone UNQ361 (DNA50920-1325) was deposited with the ATCC on March 26, 1998. It is understood that the 

30 deposited clone contains the actual sequence, and that the sequences provided herein are representative based 
on current sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRG697 polypeptide suggests that portions of 
it possess significant sequence identity with sFRPs, thereby indicating that PR0697 may be a novel sFRP family 

member: ' 

i. - 
35 Still analyzing the amino acid sequence of PR0697, the signal peptides is at about amino acids 1-20 of 

SEQ ID NO:415. The cystein rich domain, having identity with the frizzled N-terminus, is at about amino acids 
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The corresponding nucleotides can routinely be determined from the sequences 



EXAMPLE 67: Isolation of cDNA Clones Encoding Human PRQ717 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
5 above, wherein the consensus sequence obtained is herein designated DNA42829. Based on the DNA42829 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0717. 

A pair of PCR primers (forward and reverse) were synthesized: 
10 forward PCR primer 5'-AGOTCTCAGCCCTCCTGGAGCAG-3' (SEQ ID NO:421); 
reverse PCR primer 5 '-CGGGTC AATAAACCTGGACGCTTGG-3 ' (SEQ ID NO:422). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42829 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 

15 5 , -TATGTGGACCGGACCAAGCACTTCACTGAGGCCACCAAGATTG-3 , (SEQ ID NO:423). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0717 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

20 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR07I7 [herein designated as UNQ385 (DNA50988-1326)] (SEQ ID NO :4 19) and the derived protein sequence 
forPR0717. 

The entire nucleotide sequence of UNQ385 (DNA50988-1326) is shown in Figure 168 (SEQ ID 
NO:4 19). Clone UNQ385 (DNA50988- 1326)contains a single open reading frame with an apparent translational 
25 initiation site at nucleotide positions 17-19 and ending at the stop codon at nucleotide positions 1697-1699 
(Figure 168). The predicted polypeptide precursor is 560 amino acids long (Figure 169). The full-length 
PR0717 protein shown in Figure 169 has an estimated molecular weight of about 58,427 daltons and a pi of 
about 6.86. Clone UNQ385 (DNA50988-I326) has been deposited with the ATCC on April 28, 1998. 
Regarding the sequence, it is understood that the deposited clone contains the correct sequence, and the 
30 sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0717 polypeptide suggests that PR0717 may 
be a novel 12 transmembrane receptor. The reverse complement strand of DNA50988 has a stretch that matches 
identically with human regulatory myosin light strand. 

Still analyzing the aniino acid sequence of SEQ ID NO:420, transmembrane domains are at about amino 
35 acids 30-50, 61-79, 98-112, 126-146, 169-182, 201-215, 248-268, 280-300, 318-337, 341-357, 375-387, and 
420-441 of SEQ ID NO:420. N-glycosylation sites are at about amino acids 40-43 and 43-46 of SEQ ID 
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NO:420. A glycosaminoglycan attachment site is at about amino acids 468^*71 of SEQ ID NO:420. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 68 : Isolation of cDNA Clones Encoding Human PRfmi 

A database was used to search expressed sequence tag (EST) databases. The EST database used herein 
5 was the proprietary EST DNA database LIFESEQ™, of Incyte Pharmaceuticals, Palo Alto, CA. incyte clone 
2581326 was herein identified and termed DNA4280L Based on the DNA42801 sequence, oligonucleotides 
were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use 
as probes to isolate a clone of the full-length coding sequence for PR073 1 

A pair of PCR primers (forward and reverse) were synthesized: 
10 forward PCR primer 5 ' -GT AAGC AC ATGCCTCC AG AGGTGC-3 ' (SEQ ID NO:426); 
reverse PCR primer 5 *-GTG ACGTGGATGCTTGGG ATGTTG-3 * (SEQ ID NO:427). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42801 sequence 
which had the following nucleotide sequence: 
hybridization probe 

15 5 ' -TGGACACCTTCAGTATTG ATGCC AAG ACAGGCCAGGTC ATTCTGCGTCG A-3 * (SEQ ID NO:428). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0731 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). The cDNA 

20 libraries used to isolate the cDNA clones were constructed by standard methods using commercially available 
reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT chaining a Not! 
site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately by gel 
electrophoresis, and cloned in a defmed orientation into a suitable cloning vector (such as pRKB or pRKD; 
pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et al., Science . 253:1278-1280 

25 (1991)) in the unique Xhol and NotI sites. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR073 1 [herein designated as UNQ395 (DNA4833 1- 1329)] (SEQ ID NO:424) and the derived protein sequence 
forPR0731. 

The entire nucleotide sequence of UNQ395 (DNA4833 1-1329) is shown in Figures 170A-B (SEQ ID 
30 NO:424). Clone UNQ395 (DNA4833 1-1329) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 329-331 and ending at the stop codon at nucleotide positions 3881-3883 
(Figures 170A-B). The predicted polypeptide precursor is 1 184 amino acids long (Figure 171). The fulMength 
PR0731 protein shown in Figure 171 has an estimated molecular weight of about 129,022 daltons and a pi of 
about 5.2. Clone UNQ395 (DNA4833 1-1329) was derx>sited wim the ATCC on March 31, 1998. Regarding 
35 the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 
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Analysis of the amino acid sequence of the full-length PR0731 polypeptide suggests that portions of 
it possess significant identity and similarity to members of the protocadherin family, thereby indicating that 
PR0731 may be a novel protocadherin. 

Still analyzing the amino acid sequence of SEQ ID NO:425 f the putative signal peptide is at about amino 
acids 1-13 of SEQ ID NO:425. The transmembrane domain is at amino acids 719-739 of SEQ ID NO:425. The 
5 N-glycosylation of SEQ ID NO:425 are as follows: 415-418, 582-586, 659-662, 662-665, and 857-860. The 
cadherin extracellular repeated domain signatures are at about amino acids (of SEQ ID NO:425): 123-133, 232- 
242, 340-350, 448-458, and 553-563. The corresponding nucleotides can be routinely determined given the 
sequences provided herein. 

10 EXAMPLE 69: Isolation of cDNA Clones Encoding Human PRQ218 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA 1741 1 . Two proprietary Genentech 
EST sequences were employed in the consensus assembly and are shown in Figure 174 and 175. Based on the 
DNA1741 1 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 

15 contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
forPR0218. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 * - A AGTGGAGCCGGAGCCTTCC-3* (SEQ ID NO:433); 
reverse PCR primer 5 '-TCGTTGTTTATGC AflTAfiTrflft-^ ' (SEQ ID NO: 434). 
20 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA1741 1 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 '-ATrGTrTAAAG ACTATG AGATACGTC AGTATGTTGTACAGG-3 ' (SEQ ID NO:435). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
25 screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0218 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB28). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0218 [herein designated as UNQ192 (DNA30867-1335)] (SEQ ID NO:429) and the derived protein sequence 
30 for PRQ218. 

The entire nucleotide sequence of UNQ192 (DNA30867-1335) is. shown in Figure 172 (SEQ ID 
NO:429). Clone UNQ 1 92 (DNA30867-1 335) contains a single open reading frame w4m an apparent translation^ 
initiation site at nucleotide positions 150-152 and ending at the stop codon at nucleotide positions 1515-1517 
(Figure 172). The predicted polypeptide precursor is 455 amino acids long (Figure 173). The full-length 
35 PR0218 protein shown in Figure 173 has an estimated molecular weight of about 52,917 daltons and a pi of 
about 9.5. Clone UNQ192 (DNA30867- 1335) has been deposited with the ATCC on April 28, 1998. Regarding 
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the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0218 polypeptide suggests that PR02I8 may 
be a novel transmembrane protein. 

Still analyzing the amino acid sequence of SEQ ID NO:430, the putative signal peptide is at about amino 
acidis 1 through 23 of SEQ ID NO:430. Transmembrane domains are potentially at about amino acids 37-55, 
81-102, 150-168, 288-311, 338-356, 375-398, and 425-444 of SEQ ID NO:430. N-glycosylation sites are at 
about amino acids 67, 180, and 243 of SEQ ID NO:430. Eukaryotic cobalamin-bindbg protein is at about 
amino acids 151-160 of SEQ ID NO;430. The corresponding nucleotides can be routinely determined given the 
sequences provided herein. 

EXAMPLE 70: Isolation of cDNA Clones Encoding Human PRQ768 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example I 
above, wherein the consensus sequence obtained is herein designated DNA43448. Based on the DNA43448 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0768. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 ' -GGCTG AC ACCGC AGTGCTCITC AG-3 ' (SEQ ID NO:438); 
reverse PCR primer 5 '-GCTGCTGGGG ACTGC AATGT AGCTG-3 * (SEQ ID NO:439). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43448 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 -CATCCTCCATGTCTCCCATGAGGTCTCTATTGCTCCACGAAGCATC-3 , (SEQ ID NO:440)/ 

In order to screen several libraries for a source of a full-length clone; DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0768 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0768 [herein designated as UNQ406 (DNA55737-1345)] (SEQ ID NO:436) and the derived protein sequence 
for PR0768. 

The entire nucleotide sequence of UNQ406 (DNA55737-1345) is shown in Figures 176A-B (SEQ ID 
NO:436) . Clone UNQ406 (DN A55737- 1 345) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 20-22 and ending at the stop codon at nucleotide positions 3443-3445 
(Figures 176A-B). The predicted polypeptide precursor is 1141 amino acids long (Figure 177). The full-length . 
PR0768 protein shown in Figure 177 has an estimated molecular weight of about 124,671 daltons and a pi of 
about 5.82. Clone UNQ406 (DNA55737-1345) has been deposited with the ATCC on April 6, 1998. Regarding 
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the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0768 polypeptide suggests that portions of 
it possess significant sequence identity and similarity with integrin 7. 

Still analyzing the amino acid sequence of SEQ ID NO:437, the putative signal peptide is at about amino 
5 acids 1-33 of SEQ ID NO:437. The transmembrane domain is at amino acids 1039-1064 of SEQ ID NO:437; 
N-glycosylation sites are at amino acids: 86-89, 746-749, 949-952, 985-988 and 1005-1008 of SEQ ID NO:437. 
Integrin alpha chain protein domains are identified at about amino acids: 1064-1071 , 384-409, 1041-1071 , 317- 
346, 443-465. 385-407, 215-224, 634-647, 85-99, 322-346, 470-479, 442-466, 379-408 and 1031-1047 of SEQ 
ID NO:437. The corresponding nucleotides can be routinely determined given the sequences provided herein. 

10 

EXAMPLE 71 : Isolation of cDNA Clones Encoding Human PRQ771 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
above, wherein the consensus sequence obtained is herein designated DNA43330. Based on the DNA43330 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
15 of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PR0771 . 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer y-CAGCAATATTC AHA Anrnnr^^r^Q.y ( SE q j£> NO:443); 

reverse PCR primer 5 * -CATC ATGGTC ATC ACC ACC ATC ATC ATC-3 ' (SEQ ID NO:444). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA43330 consensus 
20 sequence which had the following nucleotide sequence: 
hybridization probe 

5 , -GGTTACTACAAGCCAACACAATGTCATGGCAGTGTTGGACAGTGCTGG-3 , (SEQ ID NO:445). 

In order to screen several libraries for a source of a full-length clone, DNA. from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
25 isolate clones encoding the PROT71 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB28). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR077 1 [herein designated as UNQ409 (DNA49829-1346)] (SEQ ID NO:441) and the Derived prmein sequence 
forPR0771. 

30 The entire nucleotide sequence of UNQ409 (DNA49829-1346) is shown in Figure 178 (SEQ ID 

NO :44 1 ) . Clone UNQ409 (DN A49829- 1346) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 134-136 and ending at the stop codon at nucleotide positions 1442-1444 
(Figure 178). The predicted polypeptide precursor is 436 amino acids long (Figure 179). The full-length 
PR0771 protein shown in Figure 179 has an estimated molecular weight of about 49,429 daltons and a pi of 

35 about 4.8. Clone UNQ409 (DNA49829- 1346) has been deposited with the ATCC on April 7, 1998. Regarding 
the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
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herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PR0771 polypeptide suggests that portions of 
it possess significant homology to the testican protein, thereby indicating that PROT7I may be a novel testican 
homologue. 

Still analyzing the amino acid sequence of SEQ ID NO:442, the putative signal peptide, leucine zipper 
5 pattern, N-myristoylation sites, and thyroglobulin type-1 repeats are also shown in Figure 179. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 72 : Isolation of cDNA Clones Encoding Human PRQ733 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 1 
10 above, wherein the consensus sequence obtained is herein designated DNA45600. Based on the DNA45600 
consensus sequence, oligonucleotides were synthesized; 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0733. 

A pair of PCR primers (forward and reverse) were synthesized: 
15 forward PCR primer 5 ' -CCCAGCAGGGATGGGCGACAAGA-3* (SEQ ID NO:448); 
reverse PCR primer 5'-GTCTTCCAGTTTCATATCCAATA-3' (SEQ ID NQ44Q) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45600 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 

20 5 , -CCAGAAGGAGCACGGGGAAGGGCAGCCAGATCTTGTCGCCCAT-3* (SEQ ID NO.450). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0733 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

25 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0733 [herein designated as UNQ4 11 (DNA52196-1M8)] (SEQ ID NO:446) and me derived protein sequence 
for PR0733. 

The entire nucleotide sequence of UNQ41 1 (DNA52196-1348) is shown in Figures 180A-B (SEQ ID 
NO:446). Clone UNQ4 1 1 (DN A52 1 96- 1 348) contains a single open reading frame with an apparent translational 

30 initiation site at nucleotide positions 106-108 and ending at the stop codon at nucleotide positions 793-795 
(Figures 180A-B). The predicted polypeptide; precursor is 229 amino acids long (Figure 181), The full-length 
PR0733 protein shown in Figure 181 has an estimated molecular weight of about 26,017 daltons and a pi of 
about 4.73. Clone UNQ4I I (DNA52 196-1 348) has been deposited with the ATCC on April 7, 1998. Regarding' 
the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 

35 herein are based on known sequencing techniques. 
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Analysis of the amino acid sequence of the full-length PR0733 polypeptide suggests that portions of 
it possess significant sequence identity and similarity to the T1/ST2 receptor binding protein precursor and 
therefore may have a similar function in cell signaling. If it is a cytokine, it may be useful in the treatment of 
inflammation and cancer. 

Still analyzing the amino acid sequence ofSEQ ID NO:447, the putative signal peptide, transmembrane 
domain, N-myristoylation site, and tyrosine kinase site are also shown in Figure 181. The corresponding 
nucleotides can be routinely deteiroined given the sequences provided herein. 

EXAMPLE 73: Isolation of cDNA Clones Encoding Human PRO 162 

An expressed sequence tag (EST) DN A database (MerckAVashington University) was searched and an 
EST AA397543 was identified which showed homology to human pancreatitis-associated protein. The EST 
AA397543 cole was purchased and its insert obtained and sequenced and the sequence obtained is shown in 
Figure 182 (SEQ ID NO:45l). 

The entire nucleotide sequence of PR0162 is shown in Figure 1 82 (SEQ ID NO:451). DNA sequencing 
of the clone gave the full-length DNA sequence for PR0162 [herein designated as UNQ429 (DNA56965-1356)] 
15 (SEQ ID NO:451) and the derived protein sequence for PR0162. Clone UNQ429 (DNA56965-1356) contains 
a single open reading frame with an apparent translational initiation site at nucleotide positions 86-88 and ending 
at the stop codon at nucleotide positions 611-613 (Figure 182). The predicted polypeptide precursor is 175 
ainmo acids long (Figure 183). The ^ 

weight of about 19,330 daltons and a pi of about 7.25. Clone UNQ429 (DNA56965^1356) has been deposited 
with the ATCC. Regarding the sequence, it is understood that the deposited clone contains the correct sequence, 
and the sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PROI 62 polypeptide suggests that portions of 
it possess significant homology to the human pancreatitis-associated protein, thereby indicating that PR0162 may 
be a novel pancreatitis-associated protein. 
25 Still analyzing the amino acid sequence of SEQ ID NO:452. the putative signal peptide is at about amino 

acids 1-26 of SEQ ID NO:452. A C-type lectin domain signature is at about amino acids 146-171 of SEQ ID 
NO:452. The corresponding nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 74: Isolation of cDNA Clones Encoding Human PRQ788 
30 A consensus DNA sequence (designated herein as DNA49308) was assembled relative to other EST 

sequences using phrap as described in Example 1 above. Based upon an observed homology between the 
DNA49308 consensus sequence and the Incyte EST cloQne no. 2777282, the Incyte EST clone no. 2777282 was 
purchased and its insert obtained and sequenced, which gave the full-length DNA sequence for PR0788 [herein 
designated as UNQ430 (DNA56405-1357)] (SEQ ID NO:453) and the derived protein sequence for PR0788. 

Clone UNQ430 (DN A56405-I357) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 84-86 and ending at the stop codon at nucleotide positions 459-461 (Figure 
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184). The predicted polypeptide precursor is 125 amino acids long (Figure 185). The full-length PR0788 
protein shown in Figure 185 has an estimated molecular weight of about 13,115 daltons and a pi of about 5.90. 
Clone UNQ430 (DNA56405-1357) has been deposited with the ATCC. Regarding the sequence, it is understood 
that the deposited clone contains the correct sequence, and the sequences provided herein are based on known 
sequencing techniques. 

Still analyzing Figure 185, a signal peptide is shown at about amino acids 1-17 of SEQ ID NO:454. 
An N-glycosylation site is at about amino acids 46-49 of SEQ ID NO:454. 

EXAMPLE 75: isolation of cDNA Clones Encoding Human PRO 1008 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated as DNA49804. An EST proprietary to 
Genentech was employed in the consensus assembly and is herein designated as DNA16508 (Figure 188; SEQ 
ID NO:457). Based upon an observed homology between the DNA49804 sequence and Merck EST clone no. 
AA 1 43670, the Merck EST clone no. A A 143670 was purchased and its insert obtained and sequenced. That 
sequence is shown herein in Figure 186 (SEQ ID NO:455). 

Sequencing gave the full length sequence for PRO 1 008 (herein designated as UNQ492 (DNA57530- 
1375)] (SEQ ID NO:455) and the derived protein sequence for PRO1008 were identified. 

The entire nucleotide sequence of UNQ492 (DNA57530-1375) is shown in Figure 186 (SEQ ID 
NO:455). Clone UNQ492 (DNA57530- 1 375) contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 138-140 and ending at the stop codon at nucleotide positions 936-938 
(Figure 186). The predicted polypeptide precursor is 266 amino acids long (Figure 187). The full-length 
PRO1008 protein shown in Figure 187 has an estimated molecular weight of about 28,672 daltons and a pi of 
about 8.85. Clone UNQ492 (DNA57530-1375) has been deposited with the ATCC on May 20, 1998. 
Regarding the sequence, it is understood that the deposited clone contains the correct sequence, and the 
sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO1008 polypeptide suggests that portions of 
it possess significant sequence identity and/or similarity with mdkk-1, thereby indicating that PRO1008 may be 
a novel member of this family and have head inducing activity. 

Still analyzing the amino acid sequence of SEQ ID NO:456, the putative signal peptide is at about amino 
acids 1-23 of SEQ ID NO:456. The N-glycosylation site is at about amino acids 256-259 of SEQ ID NO:456, 
and the fungal zn-(2)-cy$(6) binuclear cluster domain is at about amino acids 1 10-126 of SEQ ID NO:456. The 
corresponding nucleotides can of all the amino acids can be routinely determined given the sequences provided 
herein. 

EXAMPLE 76 : Isolation of cDNA Clones Encoding Human PRO 101 2 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above, wherein the consensus sequence is herein designated DNA49313. Based on the DNA49313 
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consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO 101 2. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-ACTCCCCAGGCTGTCCACACTGCC-r (SEQ ID NO:460); 
5 reverse PCR primer 5*-GATCAGCCAGCCAATACCAGCAGC-3 ' (SEQ ID NO:461). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA49313 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 '-GTGGTG ATG ATAG AATGCTTTGCCG A ATGAAAGG AGTC A AC AGCT ATCCC-3 * (SEQ ID NO:462). 

10 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 10 12 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

15 PRO1012 [herein designated as UIsIQ495 (DNA56439-1376)] (SEQ ID NO:458) and the derived protein 
sequence for PRO 1012. 

The entire nucleotide sequence of UNQ495 (DNA56439-1376) is shown in Figures 189A-B (SEQ ID 
NO:458). Clone UNQ495 (DNA56439-1376) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 404-406 and ending at the stop codon at nucleotide positions 2645-2647 

20 (Figures 189A-B). The predicted polypeptide precursor is 747 amino acids long (Figure 190). The full-length 
PRO1012 protein shown in Figure 190 has an estimated molecular weight of about 86,127 daltons and a pi of 
about 7.46. Clone UNQ495 (DNA56439-1376) has been deposited with ATCC on May 14, 1998. Regarding 
the sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
herein are based on known sequencing techniques. 

25 Analysis of the amino acid sequence of the full-length PRO 10 12 polypeptide suggests that portions of 

it possess sequence identity with disulfide isomerase thereby indicating that PRO1012 may be a novel disulfide 
isomerase related protein. 

Still analyzing the amino acid sequence of SEQ ID NO:459, the cytochrome C family heme-binding site 
signature is at about amino acids 158-163 of SEQ ID NO:459. The Nt-DNAJ domain signature is at about amino 

30 acids 77-96 of SEQ ID NO:459. An N-glycosylation site is at about amino acids 484^*87 of SEQ ID NO:459. 
The ER targeting sequence is at about amino acids 744-747 of SEQ ID NO:459. It is understood that the 
polypeptide and nucleic acids disclosed can be routinely formed with or without, these portions as desired, in 
alternative embodiments. For example, it may be desirable to produce PRO 10 12 without the ER targeting 
sequence. The corresponding nucleotides can be routinely determined given the sequences provided herein. 
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EXAMPLE 77 : Isolation of cDNA Clones Encoding Human PRO 10 14 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 abobe, wherein the consensus sequence obtained is herein designated DNA4981 1. Based upon 
an observed homology between the DNA4981 1 sequence and Incyte EST clone no. 2612207, Incyte EST clone 
no. 2612207 was purchased and its insert was obtained and sequenced, wherein the sequence obtained is shown 
5 in Figure 191 (SEQ OD NO:463). 

DNA sequencing gave the full-length DNA sequence for PRO 1014 [herein designated as UNQ497 
(DNA56409- 1377)] (SEQ ID NO:463) and the derived protein sequence for PRO 10 14. 

The entire nucleotide sequence of UNQ497 (DNA56409-1377) is shown in Figure 191 (SEQ ID 
NO :463) . Clone UNQ497 (DN A56409- 1 377) contains a single open reading frame with an apparent translational 
10 initiation site at nucleotide positions 66-68 and ending at the stop codon at nucleotide positions 966-968 (Figure 
191). The predicted polypeptide precursor is 300 amino acids long (Figure 192). The full-length PRO1014 
protein shown in Figure 192 has an estimated molecular weight of about 33,655 daltons and a pi of about 9.3 1 . 
Clone UNQ497 (DNA56409-I377) has been deposited with the ATCC on May 20, 1998. Regarding the 
sequence, it is understood that the deposited clone contains the correct sequence, and the sequences provided 
15 herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO 10 14 polypeptide suggests that portions of 
it possess sequence identity with reductase, thereby indicating that PRO 1014 may be a novel member of the 
reductase family. 

Still analyzing the amino acid sequence of SEQ ID NO:464, the putative signal peptide is at about amino 
20 acids 1-19 of SEQ ID NO:464. The cAMP and cGMP dependent protein kinase phosphorylation sites are at 
about amino acids 30-33 and 58-61 of SEQ ID NO:464. Short chain alcohol dehydrogenase family proteins are 
at about amino acids 165-202, 37-49, 1 12-122 and 210-219 of SEQ ID NO:464. The corresponding nucleotides 
of these domains and any other amino acids provided herein can be routinely determined given the sequences 
provided herein. 

25 

EXAMPLE 78 : Isolation of cDNA Clones Encoding Human PRO1017 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example I above, wherein that consensus DNA sequence is herein designated DNA53235. Based upon an 
observed homology between the DNA53235 consensus sequence and the Merck EST clone no. AA243086, the 
30 ' Merck EST clone no. AA243086 was purchased and its insert obtained and sequenced, wherein the sequence 
obtained is shown in Figure 193 (SEQ ID NO:465). DNA sequencing gave the full-length DNA sequence for 
PRO1017 [herein designated as UNQ500 (DNA56 112-1379)] (SEQ ID NO:465) and the derived protein 
sequence for PRO1017. 

The entire nucleotide sequence of UNQ500 (DNA56 112-1379) is shown in Figure 193 (SEQ ID 
35 NO:465). Clone UNQ500 (DNA561 12-1379) contains a single open reading frame "with an apparent translational 
initiation site at nucleotide positions 128-130 and ending at the stop codon at nucleotide positions 1370-1372 
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(Figure 193). The predicted polypeptide precursor is 414 amino acids long (Figure 194). The full-length 
PRO1017 protein shown in Figure 194 has an estimated molecular weight of about 48,414 daltons and a pi of 
about 9.54. Clone UNQ500 (DNA56 112-1379) has been deposited with the ATCC. Regarding the sequence, 
it is understood that the deposited clone contains the correct sequence, and the sequences provided herein are 
based on known sequencing techniques. 

Analysis of the ainmo acid sequence of the full-length PRO 10 17 polypeptide suggests that portions of 
it possess sequence identity with HNK-1 sulfotransferase, thereby indicating that PRO 10 17 may be a novel 
sulfotransferase. 

Still analyzing the amino acid sequence of SEQ ID NO:466, the putative signal peptide is at about amino 
acids 1-31 of SEQ ID NO:466. N-glycosylation sites are at about amino acids 134-137, 209-212, 280-283 and 
370-273 of SEQ ID NO:466. The TNFR/NGFR family cystein-rich region protein is at about amino acids 329- 
332 of SEQ ID NO:466. The corresponding nucleotides can be routinely determined given the sequences 
provided herein. The protein can be secreted. 

EXAMPLE 79 : Isolation of cDNA Clones Encoding Human PRQ474 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above, wherein the consensus sequence obtained is herein designated DNA49818. Based upon 
an observed homology between the DNA49818 consensus sequence and the Merck EST clone no. H77889, the 
Merck EST clone no. H77889 was purchased and its insert obtained and sequenced, wherein the sequence 
obtained is herein shown in Figure 195 (SEQ ID NO:467). DNA sequencing gave the full-length DNA sequence 
for PR0474 [herein designated as UNQ502 (DNA56045-1380)] (SEQ ID NO:467) and the derived protein 
sequence for PR0474. 

The entire nucleotide sequence of UNQ502 (DNA56045-I380) is shown in Figure 195 (SEQ ID 
NO:467). Clone UNQ502 (DN A56045- 1 380) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 106-108 and ending at the stop codon at nucleotide positions 916-918 
(Figure 195). The predicted polypeptide precursor is 270 amino acids long (Figure 196). The full-length 
PR0474 protein shown in Figure 196 has an estimated molecular weight of about 28,317 daltons and a pi of 
about 6.0. Clone UNQ502 (DNA56045-1380) has been deposited with the ATCC. Regarding the sequence, it 
is understood that the deposited clone contains the correct sequence, and the sequences provided herein are based 
on known sequencing techniques. 

Still analyzing the amino acid sequence of SEQ ID NO:468, an N-glycosylation site is at about amino 
acids 138-141 of SEQ ID NO:468. Short-chain alcohol dehydrogenase family proteins are at about amino acids 
10-22, 81-91, 134-171 and 176-185 of SEQ ID NO:468. The corresponding nucleotides can be routinely 
determined given the sequences provided herein. 

EXAMPLE 80 : Isolation of cDNA Clones Encoding Human PRQ103I 

An initial consensus DNA sequence was assembled relative to other EST sequences using phrap as 
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described in Example 1 above, wherein the consensus sequence obtained is herein designated as DNA47332. 
Based upon an observed homology between the DNA47332 sequence and the Merck EST clone no; W74558, 
Merck EST clone no. W74558 was purchased and its insert obtained and sequenced, wherein the sequence 
obtained is shown in Figure 197 (SEQ ID NO:469). DNA sequencing gave the full-length DNA sequence for 
PRO103I [herein designated as UNQ516 (DNA59294-1381)] (SEQ ID NG:469) and the derived protein 
sequence for PRO 103 1 . 

The entire nucleotide sequence of UNQ516 (DNA59294-138I) is shown in Figure 197 (SEQ ID 
NO:469). Clone UNQ516 (DNA59294-1381) contains a single open reading frame with an apparent translation^ 
initiation site at nucleotide positions 42-44 and ending at the stop codon at nucleotide positions 582-584 (Figure 
197). The predicted polypeptide precursor is 180 amino acids long (Figure 198). The full-Ieneth PRO1031 
protein shown in Figure 198 has an estimated molecular weight of about 20,437 dahons and a pi of about 9.58. 
Clone UNQ516 (DNA59294-I38I) has been deposited with the ATCC. Regarding the sequence, it is understood 
that the deposited clone contains the correct sequence, and the sequences provided herein are based on known 
sequencing techniques. 

Analysis of the amino acid sequence of the full-length PRO 1031 polypeptide suggests that ii is a novel 
cytokine. 

Still analyzing the amino acid sequence of SEQ ID NO:470, the putative signal peptide is at about amino 
acids 1-20 of SEQ ID NO:470. An N-glycosylation site is at about amino acids 75-78 of SEQ ID NO:470. A 
region having sequence identity with IL-17 is at about amino acids 96-180. The corresponding nucleotides can 
be routinely determined given the sequences provided herein. 

EXAMPLE 81: Isolation of cDN A Clones Encoding Human PRQ938 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example I above, wherein that consensus sequence is herein designated DNA49798. Based on the 
DNA49798 DNA consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
toar contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PR0938. . * " 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 , -GTCCAGCCCATGACCGCCTCCAAC-3 , (SEQ ID NO:473) 
reverse PCR primer 5'-CTCTCCTCATCCACACCAGCAGCC-3' (SEQ ID NO:474) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
PNA49798 sequence which had the following nucleotide sequence: 
hybridization probe 

5 '^TGGATGCTGAAATTTT ACGCCCC ATGGTGTCC ATCCTGCC AGC-3 * (SEQ ID NO:475) 

In order to screen several libraries for a source of a fullrlength clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0938 gene using the probe oligonucleotide and one of the PCR primers. RNA 
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for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0938 [herein designated as UNQ475 (DNA56433-1406)] (SEQ ID NO:471) and the derived protein sequence 
for PR0938. 

The entire nucleotide sequence of UNQ475 (DNA56433-1406) is shown in Figure 199 (SEQ ID 
NO:471 ). Clorie UNQ475 (DNA56433-1406) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 134-136 and ending at the stop codon at nucleotide positions 1181-1183 
(Figure 199). The predicted polypeptide precursor is 349 amino acids long (Figure 200). The full-length 
PR0938 protein shown in Figure 200 has. an estimated molecular weight of about 38,952 daltons and a pi of 
about 4.34. Analysis of the full-length PR0938 sequence shown in Figure 200 (SEQ ID NO :472) evidences the 
presence of the following features; a signal peptide from amino 1 to about amino acid 22, a transmembrane 
domain from about amino acid 1 9 1 to about amino acid 2 1 1 , a potential N-glycosylation site from about amino 
acid 46 to about amino acid 49, a region homologous to disulfide isomerase from about amino acid 56 to about 
amino acid 72, and a region having sequence identity with flavodoxin proteins from about amino acid 173 to 
about amino acid 187. 

Clone UNQ475 (DNA56433-1406) has been deposited with ATCC on May 12, 1998, and is assigned 
ATCC Accession No. 209857. 

Analysis of the amino acid sequence of the full-length PR0938 polypeptide suggests that it possesses 
significant sequence similarity to protein disulfide isomerase, thereby indicating that PR0938 may be a novel 
protein disulfide isomerase. An analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0938 amino acid sequence and the following Dayhoff sequences, 
P_W03626, P_W03627, P R70491, GARP_PLAFF, XLU85970 1, ACADISPROA_l, IE68_HSVSA, 
KSU52064J, U93872_83, P_R97866. 

EXAMPLE 82: Isolation of cDNA Clones Encoding Human PRO1082 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above, wheein the consensus sequence is herein designated DNA38Q97. Based on this consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO1082. 

A set of PCR primers (two forward and one reverse) were synthesized: 
forward primer 1 5 '-GTCCACAGACAGTCATCTC AGGAGCAG-3 ' (SEQ ID NO:478); 
forward primer 2 S'-ACAAGTGTCTTCCCAACCrG^' (SEQ ID NO:479); 
reverse primer 1 S'-ATCCTCCCAnAOCr ATHHTArnrr (SEQ ID NO:480). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA38097 consensus 
sequence which had the following nucleotide sequence: 
hybridization probe 

5 *<^CA AGG ATAGCTGTTGTTTCAGAG AAAGG ATCGTGTGCTGC ATCTCCTC ' (SEQ ID NO:481). 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primers identified above. A positive library was then used to 
isolate clones encoding the PRO 1082 gene using the probe oligonucleotide and one of the PCR primers. RNA " 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
5 PRO1082 [herein designated as UNQ539 (DNA53912-1457)] (SEQ ID NO:476) and the derived protein 
sequence for PRO1082. 

The entire nucleotide sequence of UNQ539 (DNA53912-1457) is shown in Figure 201 (SEQ ID 
NO:476). Clone UNQ539 (DNA53912-1457) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 160-162 and ending at the stop codon at nucleotide positions 763-765 

10 (Figure 201). The predicted polypeptide precursor is 201 amino acids long (Figure 202). The full-length 
PRO 1082 protein shown in Figure 202 has an estimated molecular weight of about 22,563 daltons and a pi of 
about 4.87. Clone UNQ539 (DNA53912-I457) has been deposited wipi the ATCC. Regarding the sequence, 
it is understood that the deposited clone contains the correct sequence, and the sequences provided herein are 
based on known sequencing techniques. 

15 Still analyzing the amino acid sequence of SEQ ID NO:477, the transmembrane domain is at about 

amino acids 45-65 of SEQ ID NO:477. A cAMP- and cGMP-dependent protein kinase phosphorylation site is 
at about amino acids 197-200 of SEQ ID NO:477. N?myristoylation sites are at about amino acids 35-40 and 
151-156 of SEQ ID NO:477; The regions which share sequence identity with the LDL receptor are at about 
amino acids 34^67 and 70-200 of SEQ ID NO:477. The corresponding nucleotides of these amino acid regions 

20 and others can be routinely determined given the sequences provided herein. 

EXAMPLE 83 : Isolation of cDNA Clones Encoding Human PRO 1083 

A cDNA sequence was identified using the amylase screening technique described in Example 2 above, 
wherein that cDNA sequence is designated herein as DNA24256 (Figure 205; SEQ ID NO:484). That cDNA 
25 sequence was then compared and aligned with other known EST sequencees as described in Example 1 above 
to obtain a consensus DNA sequence which is designated herein as DNA43422. Based on the DNA 43422 
. - " consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1083. 

30 A pair of PCR primers (forward and reverse) were synthesized: 

forward PCR primer S'-GGCATTGGAGCAGTGCrGGGTG^' (SEQ ID NO:485); 
; reverse PCR primer 5 -TGGAGGCCTAGATGCGGCTGGACG-3' (SEQ ID NO:486). 

In order to screen several libraries for a source of a full-length clone, DNA from die libraries was 
. screened by PCR amplification with the PCR primer pair identified above:. A positive library was then used to 
35 isolate clones encoding the PRO 1083 gene using the reverse PCR primer. RNA for construction of the cDNA 
libraries was isolated from human fetal kidney tissue (LIB227). 
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DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1083 [herein designated as UNQ540 (DNA5092M458)] (SEQ ID NO:482) and the derived protein 
sequence for PRO1083. 

The entire nucleotide sequence of UNQ540 (DNA50921-1458) is shown in Figure 203 (SEQ ID 
NO:482). Clone UNQ540 (DN A5092 1 - 1458) contains a single open reading frame with an apparent translational 

5 initiation site at nucleotide positions 214-216 and ending at the stop codon at nucleotide positions 2293-2295 
(Figure 203). The predicted polypeptide precursor is 693 amino acids long (Figure 204). The full-length 
PRO 1083 protein shown in Figure 204 has an estimated molecular weight of about 77,738 daltons and a pi of 
about 8.87. Clone UNQ540 (DNA5092 1-1458) has been deposited with the ATCC. Regarding the sequence, 
it is understood that the deposited clone contains the correct sequence, and the sequences provided herein are 

10 based on known sequencing techniques. 

Still analyzing the amino acid sequence of SEQ ID NO :483 , the putative signal peptide is at about amino 
acids 1-25 of SEQ ID NO:483. The transmembrane domains are at about amino acids 382-398, 402-420, 445- 
468, 473-491, 519-537, 568-590 and 634-657 of SEQ ID NO:483. A microbodies C-terminal targeting signal 
is at about amino acids 691-693 of SEQ ID NO:483. cAMP- and cGMP-dependent protein kinase 

15 phosphorylation sites are at about amino acids 198-201 and 370-373 of SEQ ID NO:483. N-glycosylation sites 
are at about amino acids 39-42, 148-151, 171-174, 234-237, 303-306, 324-227 and 341-344 of SEQ ID NO:483. 
A G-protein coupled receptor family domain is at about amino acids 475-504 of SEQ ID NO:483. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 

20 EXAMPLE 84: Isolation of cDN A Clones Encoding Human PRO200 

Probes based on an expressed sequence tag (EST) identified from the Incyte Pharmaceuticals database 
due to homology with VEGF were used to screen a cDNA library derived from the human glioma cell line G61 . 
..-In particular, Incyte Clone tt INC 130251 6" was used to generate the following four probes: 
(SEQ ID NO:489) ACTTCTCAGTGTCCATAAGGG; 
25 (SEQ ID NO:490) GAACTAAAGAGAACCGATACCATTTTCTGGCCAGGTTGTC; 
(SEQ ID NO:491) CACCACAGCGTTTAACCAGG; and 
(SEQ ID NO:492) ACAACAGGCACAGTTCCCAC. 

Nine positives were identified and characterized. Three clones contained the full coding region and 
were identical in sequence. Partial clones were also identified from a fetal lung library and were identical with 
30 the glioma-derived sequence with the exception of one nucleotide change which did not alter the encoded amino 
acid. 

EXAMPLE 85: Expression Constructs for PRO20Q 

for mammalian protein expression, the entire open reading frame (ORF) was cloned into a CM V-based 
35 expression vector. An epitope-tag (FLAG, Kodak) and Histidine-tag (His8) were inserted between the ORF and 
stop codon. VEGF-E-His8 and VEGF-E-FLAG were transfected into human embryonic kidney 293 cells by 
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SuperFect (Qiagen) and pulse-labeled for 3 hours with pSJmethionine and pCJcysteine. Both epitope-tagged 
proteins co-migrate when 20 microliters of 15-fold concentrated serum-free conditioned medium were 
electrophoresed on a polyacrylamide gel (Novex) in sodium dodecyl sulfate sample buffer (SDS-PAGE). The 
VEGF-E-IgG expression plasmid was constructed by cloning the ORF in front of the human Fc (IgG) sequence. 
The VEGF-E-IgG plasmid was co-transfected with Baculogold Baculovirus DNA (Pharmingen) using 

5 Lipofectin (GibcoBRL) into 10 s Sf9 cells grown in H ink's TNM-FH medium (JRH Biosciences) supplemented 
with 10% fetal bovine serum. Cells were incubated for 5 days at 28°C. The supernatant was harvested and 
subsequently used for the first viral amplification by infecting Sf9 cells at an approximate multiplicity of infection 
(MOI) of 10. Cells were incubated for 3 days, then supernatant harvested, and expression of the recombinant 
plasmid determined by binding of 1 ml of supernatant to 30 n\ of Protein- A Sepharose CL-4B beads (Pharmacia) 

10 followed by subsequent SDS-PAGE analysis. The first amplification supernatant was used to infect a 500 ml 
spinner culture of Sf9 cells grown in ESF-921 medium (Expression Systems LLC) at an approximate MOI of 
0. 1 . Cells were treated as above, except harvested supernatant was sterile filtered. Specific protein was purified 
by binding to Protein- A Sepharose 4 Fast Flow (Pharmacia) column. 

15, Example 86: Northern Blot Analyses for PRO200 

Blots of human poly(A)+ RNA from multiple adult and fetal tissues and tumor cell lines were obtained 
from Clontech (Palo Alto, CA); Hybridization was carried out using 32 P-labeled probes containing the entire 
coding region and washed in 0.1 x SSC, 0.1 % SDS at 63°C. 

VEGF-E mRNA was detectable in fetal lung, kidney, brain, liver and adult heart, placenta, liver, 
20 skeletal muscle, kidney, and pancreas. VEGF-E mRNA was also found in A549 lung adenocarcinoma and He La 
cervical adenocarcinoma cell lines. 

Example 87: In Situ Hybridization of Human Fetal Tissue Sections for PRO200 

Formalin^fixed, paraffin-embedded human fetal brain, liver, lower limb, small intestine, thyroid, lymph 
25 node, thymus, stomach, trachea, skin, spleen, spinal cord, adrenal, placenta, cord, and adult liver, pancreas, 
lung, spleen, lymph node, adrenal, heart, aorta, and skin were sectioned, deparaffinized, deproteinated in 
proteinase K (20 //g/ml) for 15 minutes at 37 °C, and further processed for in situ hybridization as described by 
LuLHand Gillett NA (Cell Vision 1 : 169-176, 1994). A [a- 33 -P]UTP-labeled antisense riboprobe was generated 
from a PCR product of 980 bp (primers GGCGGAATCCAACCTGAGTAG and 
30 GCGGCTATCCTCCTGTGCTC, SEQ ID NOS: 493 and 494 , respectively). The slides were dipped in Kodak 
. NTB2 nuclear track emulsion and exposed for 4 weeks. 

VEGF-E mRNA expression included localization at the growth plate region and embracing fetal 
myocytes. 

35 



284 

SUBSTITUTE SHEET (RULE 26) 



WO 99/46281 PCT/US99/05028 

Example 88: Mvocvte Hypertrophy Assay for PRO200 

Myocytes from neonatal Harlan Sprague Dawley rat heart ventricle (23 days gestation) were plated in 
duplicate at 75000 cells/ml in a 96-well plate. Cells were treated for 48h with 2000, 200, 20, or 2 ng/m! 
VEGF-E-IgG. Myocytes were stained with crystal violet to visualize morphology and scored on a scale of 3 to 
7, 3 being nonstimulated and 7 being full-blown hypertrophy. 
5 2000 ng/ ml and 200 ng/ ml VEGF-E caused hypertrophy, scored as a 5. 

Example 89: Cell Proliferation Assay for PRO200 

Mouse embryonic fibroblast C3H10T1/2 cells (ATCC) were grown in 50:50 Ham's F-12: low glucose 
DMEM medium containing 10% fetal calf serum (FCS). Cells were plated in duplicate in a 24-well plate at 
10 1000, 2000, and 4000 cells/well. After 48 hours, cells were switched to medium containing 2 % FCS and were 
incubated for 72 hours with 200, 800, or 2000 ng/ml V£GF-E or no growth factor added. 

Approximately 1 .5 fold greater number of cells were measured in the presence of 200 ng/ml VEGF-E 
as in its absence, at all three cell densities. 

15 Example 90: Endothelial Cell Survival Assay for PRO200 

Human umbilical vein endothelial cells (HUVEC, Cell Systems) were maintained in Complete Media 

(Cell Systems) and plated in triplicate in serum-free medium (Basic Media from Cell Systems containing 0. 1 % 

BSA) at 20,000 cells/well of a 48-well plate. Cells were incubated for 5 days with 200 or 400 ng/ml 

VEGF-E-IgG, 100 ng/ml VEGF, 20 ng/ml basic FGF, or no addition. 
20 Survival was 2-3 times greater with VEGF-E as compared to lack of growth factor addition. VEGF 

and basic FGF were included as positive controls. 

EXAMPLE 91: Isolation of cDNA Clones Encoding Human PRQ285 

A proprietary expressed sequence tag (EST) DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo 
25 Alto, CA) was searched and ah EST (#2243209) was identified which showed homology to the Drosophita Toll 
protein. 

Based on the EST, a pair of PCR primers (forward and reverse): 
TAAAGACCCAGCTGTGACCG (SEQ ID NO:499) 
ATCCATGAGCCTCTGATGGG (SEQ ID NO: 500), and 
30 a probe: 

ATTTATGTCrCGAGGAAAGGGACTGGTTACCAG(K5CAGCCAGTTC (SEQ ID NO: 501) 
were synthesized. 

mRNA for construction of the cDNA libraries was isolated from human placenta tissue. The cDNA 
libraries used to isolate the cDNA clones were constructed by standard methods using commercially available 
35 reagents such as those from Invitrogen, San Diego, CA (Fast Track 2). The cDNA was primed with oligo dT 
containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleayed with Noll, sized appropriately 
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by gel electrophoresis, and cloned in a defined orientation into the cloning vector pCR2.1 (Invitrogen, Inc.) 
using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid System). The 
double stranded cDNA was sized to greater than 1000 bp and the cDNA was cloned into BamHI/NotI cleaved 
vector. pCR2. 1 is a commercially available plasmid, designed for easy cloning of PCR fragments, that carries 
AmpR and KanR genes for selection, and LacZ gene for blue-white selection. 

5 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0285 gene using the probe oligonucleotide and one of the PCR primers. 

A cDNA clone was sequenced in entirety. The entire nucleotide sequence of DNA40021-1 154 
(encoding PR0285) is shown in Figure 208 (SEQ ID NO:495). Clone DNA40021-1 154 contains a single open 

10 reading frame with an apparent translational initiation site at nucleotide positions 61-63 (Figure 208). The 
predicted polypeptide precursor is 1049 amino acids long, including a putative signal peptide at amino acid 
positions 1-29, a putative transmembrane domain between amino acid positions 837-860, and a leucine zipper 
pattern at amino acid positions 132-153 and 704-725, respectively. It is noted that the ^indicated boundaries are 
approximate, and the actual limits of the indicated regions might differ by a few amino acids. Clone DNA40021- 

15 1154 has been deposited with ATCC (designation: DNA40021-1 154) and is assigned ATCC deposit no.209389. 

Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 
the full-length sequence is a human analogue of the Drosophila Toll protein, and is homologous to the following 
human Toll proteins: Tolll (DNAX# HSU88540-1, which is identical with the random sequenced full-length 
cDNA #HUMRSC786-1); Toll2 (DNAX# HSU88878-1); Toll3 (DNAX# HSU88879-1); and ToI14 (DNAX# 

20 HSU88880-1). 

EXAMPLE 92 : isolation of cDNA Clones Encoding Human PRQ286 

A proprietary expressed sequence tag (EST) DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo 
Alto, CA) was searched and an EST (#694401 ) was identified which showed homology to the Drosophila Toll 
25 protein. 

Based on the EST, a pair of PCR primers (forward and reverse): 
GCCGAGACAAAAACGTTCTCC (SEQ ID NO:502) 

CATCCATGTTCTCATCCATTAGCC (SEQ ID NO: 503), and 
a probe: 

30 TCGAC>VVCCTCATGCAGAGCATCAACCAAAGCAAGAAAACAGTATT (SEQ ID NO: 504) 
were synthesized. 

mRNA for construction of the cDNA libraries was isolated from human placenta tissue; This RNA was 
used to generate an oligo dT primed cDNA library in the vector pRK5D using reagents and protocols from Life 
Technologies, Gaithersburg, MD (Super Script Plasmid System). pRK5D is a cloning vector that has an sp6 
35 transcription initiation site followed by an Sfil restriction enzyme site preceding the Xhol/Notl cDNA cloning 
sites. The cDNA was primed with oligo dT containing a Notl site, linked with blunt to Sail hemikinased 
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adaptors, cleaved with NotI, sized to greater than 1000 bp appropriately by gel electrophoresis, and cloned in 
a defined orientation into XhoI/Notl-cleaved pRK5D. 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0286 gene using the probe oligonucleotide identified above and one of the PCR 
primers. 

A cDNA clone was sequenced in entirety. The entire nucleotide sequence of DNA42663-1154 
(encoding PR0286) is shown in Figures 210A-B (SEQ ID NO:497). Clone DNA42663-1 154 contains a single 
open reading frame with an apparent translational initiation site at nucleotide positions 57-59 (Figure 21 1). The 
predicted polypeptide precursor is 1041 amino acids long, including a putative signal peptide at amino acid 
positions 1-26, a potential transmembrane domain at ammo acid positions 826-848, and leucine zipper patterns 
at amino acids 130-151, 206-227, 662-684, 669-690 and 693-614, respectively. It is noted that the indicated 
boundaries are approximate, and the actual limits of the indicated regions might differ by a few amino acids. 
Clone DNA42663-1 154 has been deposited with ATCC (designation: DNA42663-1 154) and is assigned ATCC 
deposit no. 209386. 

Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 
the full-length sequence of PR0286, it is a human analogue of the Drosophila Toll protein, and is homologous 
to the following human Toll proteins: Tolll (DNAX# HSU88540-1, which is identical with the random 
sequenced full-length cDNA #HUMRSC786-1); ToI12 (DNAX# HSU88878-I); ToI13 (DNAX# HSU88879-1); 
and toI14 (DNAX# HSU88880-1). 

Example 93: NF-kB Assay for PRQ285 and PRQ286 

As the Toll proteins signal through the NF-kB pathway, their biological activity can be tested in an NF- 
kB assay. In this assay Jurkat cells are transiently transfected using Lipofectamme reagent (Gibco BRL) 
according to the manufacturer's instructions. ljtgpB2XLuc plasmid, containing NF-KB-driven luciferase gene, 
is contransfected with 1/tg pSRaN expression vector with or without the insert encoding PR0285 or PR0286. 
For a positive control, cells are treated with PMA (phorbot myristyl acetate; 20 ng/ml) and PHA 
Q>hyt6haenfoglutiiiin, 2pg/ml) for three to four hours. Cells are lysed 2 or 3 days later for measurement of 
luciferase activity using reagents from Promega. 

EXAMPLE 94: Isolation of cDNA Clones Encoding Human PRQ213-1. PRO 1330 and PRQ1449 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA28735. Based on the DNA28735 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0213-1 , PRO1330 and/or PRO 1449. A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 * -TGG AGCAGC A AT ATGCC AGCC-3 r (SEQ ID NO:51 1) 
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reverse PCR primer 5 ' -TTTTCC ACTCCTGTCGGGTTGG-3 ' (SEQ ID NO:512) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28735 

sequence which had the following nucleotide sequence: 

hybridization probe 

5 * -GGTGACACTTGCC AGTCAG ATGTGG ATG A ATGC AGTGCTAGG AGGG-3 ' (SEQ ID NO:513) 
5 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0213-1 , PRO 1330 and/or PRO 1449 gene using the probe oligonucleotide and one 
of the PCR primers. RNA for construction of the cDNA libraries was isolated from human fetal lung tissue. 
DNA sequencing of the clones isolated as described above gave the full r length DNA sequence encoding 
10 PR0213-1, PRO1330 and/or PROI449 [DNA30943-M 163-1 (SEQ ID NO:505), DNA64907-I 163-1 (SEQ ID 
NO:507) and DNA64908-1 163-1 (SEQ ID NO:509), respectively!. 

The entire nucleotide sequencer (SEQ ID NO: 505), DNA64907- 

1163-1 (SEQ ID NO:507) and DNA64908rl 163-1 (SEQ ID NO:509), respectively. DNA30943-1I63, 
DNA64907-1 163-1 and DNA64908-1 163-1 contain a single open reading frame with an apparent translational 
15 initiation site at nucleotide positions 336-338, 488^90 and 326-328, respectively, and ending at the stop codon 
at nucleotide positions 1221-1223, 1307-1309 and 1145-1147, respectively (Figures 212, 214 and 216). The 
predicted polypeptide precursor is 295, 273 and 273 amino acids long, respectively (Figures 213. 215 and 217). 
DNA30943-M 163-1, DNA64907-1163-1 and DNA64908-1163-1 have been deposited with ATCC and are 
assigned ATCC deposit no. 209791, 203242 and 203243, respectively. 
20 Analysis of the amino acid sequence of the full-length PR0213-1 polypeptide suggests that a portion 

of it possess significant homology to the human growth arrest-specific gene 6 protein. More specifically, an 
analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology between the 
PR0213 amino acid sequence and the following Dayhoff sequences, HSMHC3W5A_6 and B48089. 

Additional analysis of the amino acid sequence of the full-length PRO1330 and PR01449 polypeptide 
25 indicates significant identity with notch4. More specifically, an analysis of the Dayhoff database (version 35. 130 
SwissProt 35) evidenced significant identity between P'RO 1330 and the following Dayhoff sequences, D86566 1 
and NEL HUMAN. 

EXAMPLE 95: Isolation of cDNA Clones Encoding Human PRQ298 

30 A cDNA isolated in the amylase screen described in Example 2 above is herein designated DNA26832 

(Figure 220; SEQ ID NO:516). The sequence of DNA26832 was then used to search expressed sequence tag 
(EST) databases, the EST databases included public EST databases (e.g., GenBank) and a proprietary EST 
database (LIFESEQ™, Incyte Pharrnaceuticals, Palo Alto, CA). The search was performed using the computer 
program BLAST or BLAST2 (Altshul et aL, Methods in Enzvmology 266 : 469-480 [1996]). Those comparisons 

35 resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode proteins were clustered 
and assembled into consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, 
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Seattle , Washington; http://b02eman.mbt- washington.edu/phrap.docs/phrap.html). 

A consensus DN A sequence was assembled relative to other EST sequences using phrap. A consensus 
sequence was determined, which was then extended using repeated cycles of BLAST and phrap to extend the 
consensus sequence as far as possible using the sources of EST sequences discussed above. The extended 
assembly sequence was designated DNA35861. Based on the DNA35861 consensus sequence, oligonucleotides 

5 were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use 
' as probes to isolate a clone of the full-length coding sequence of PR0298. Forward and reverse primers 
generally range from 20 to 30 nucleotides and are often designed to give a PCR product of about 100-1000 bp 
in length. The probe sequence is typically 40-55 bp in length. In some cases, additional oligonucleotides are 
synthesized when the consensus sequence is greater than about l-1.5kbp. In order to screen several libraries 

10 for a full-length clone, DNA from the libraries was screened by PCR amplification, as per Ausubel et ah, 
Current Protocols in Molecular Biology, with the PCR primer pair. A positive library was used to isolate clones 
encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. 

PCR primers (forward and reverse) and a hybridization probe were synthesized: 
forward PCR primer 1 CAACGTG ATTTCAAAGCTGGGCTC (SEQ ID NO:5 17) 

15 forward PCR primer 2 GCCTCGTATCAAGAATTTCC (SEQ ID NO:518) 
forward PCR primer 3 AGTGGAAGTCGACCTCCC (SEQ ID NO:5 1 9) 
reverse PCR primer I CTCACCTGAAATCTCTCATAGCCC (SEQ ID NO:520) 

hybridization probe 1 CGCAAAACCCATTTTGGGAGCAGGAATTCCAATCATGTCTGTGATGGTGG 
(SEQ ID NO:521) 

2(h In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0298 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB25). The 
cDNA libraries used to isolated the cDNA clones were constructed by standard methods using commercially 

25 available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT 
containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately 
by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., Science . 
253:1278-1280 (1991)) in the unique Xhol and NotI sites. 

30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRG298 (herein designated UNQ261 [DNA39975-1210]) (SEQ ID NO:514), and the derived protein sequence 
for PR0298 (SEQ ID NO: 5 15). 

The entire nucleotide sequence of UNQ261 (DNA39975-1210) is shown in Figure 218 (SEQ ID 
NO:514). Clone DNA39975-1210 contains a single open reading frame with an apparent translations! initiation 

35 site at nucleotide positions 375-377; the predicted polypeptide precursor is 364 amino acids long. The protein 
contains four putative transmembrane domains between amino acid positions 36-55 (type II TM), 65-84, 188- 
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208, and 229-245 , respectively. A putative N-linked glycosylation site starts at amino acid position 253. In 
addition, the following features have been identified in the protein sequence: cAMP- and cGMP-dependent 
protein kinase phosphorylation site, starting at position 8; N-myristoylation sites starting a position 173 and 262, 
respectively; and a ZP domain between amino acid positions 45-60. Clone DNA39975-1210 has been deposited 
with ATCC (April 21, 1998) and is assigned ATCC deposit no.209783. 

5 

EXAMPLE 96: Isolation of cDNA Clones Encoding Human PRQ337 

A cDNA sequence identified in the amylase screen described in Example 2 above is herein designated 
DNA42301 (Figure 223, SEQ ID NO:524). The DNA42301 sequence was then compared to other EST 
sequences using phrap as described in Example 1 above and a consensus sequence designated herein as 

10 DNA28761 was identified. Based on this consensus sequence, oligonucleotides were synthesized: 1) to identify 
by PCR a cDN A library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the 
full-length coding sequence. In order to screen several libraries for a source of a full-length clone, DNA from 
the libraries was screened by PCR amplification with the PCR primer pair identified above. A positive library 
was then used to isolate clones encoding the PR0337 gene using the probe oligonucleotide and one of the PCR 

15 primers. RNA for construction of the cDNA libraries was isolated from human fetal brain. 

AcDNA clone was sequenced in its entirety . The full length nucleotide sequence of DN A433 1 6- 1 237 
is shown in Figure 221 (SEQ ID NO:522). Clone DNA43316-1237 contains a single open reading frame with 
an apparent translational initiation site at nucleotide positions 134-136 (Figure 221; SEQ ID NO:522). The 
predicted polypeptide precursor is 344 amino acids long. Clone DNA43316-1237 has been deposited with 

20 ATCC and is assigned ATCC deposit no. 209487 

Based on a BLAST-2 and FastA sequence alignment analysis of the full-length sequence , PR0337 shows 
amino acid sequence identity to rat neurotrimin (97%). 

EXAMPLE 97 : Isolation of cDNA Clones Encoding Human PRO403 
25 Introduction: 

Human thrombopoietin (THPO) is a glycosylated hormone of 352 amino acids consisting of two 
domains. The N-terminal domain, sharing 50% similarity to erythropoietin, is responsible for the biological 
activity. The C-terminal region is required for secretion. The gene for thrombopoietin (THPO) maps to human 
chromosome 3q27-q28 where the six exons of this gene span 7 kilobase base pairs of genomic DNA (Chang et 

30 aL, Genomics 26: 636-7 (1995); Foster et al., Proc. Natl. Acad. Sci. USA 91 : 13023-7 (1994); Gurney et al., 
Blood 85: 981-988 (1995). In order to determine whether there were any genes encoding THPO homologues 
* located in close proximity to THPO, genomic DNA fragments from this region were identified and sequenced. 
Three PI clones and one PAC clones (Genome Systems Inc., St. Louis, MO; cat. Nos. Pl-2535 and PAC-6539) 
encompassing the THPO locus were isolated and a 140 kb region was sequenced using the ordered shotgun 

35 strategy (Chen etaL, Genomics 17:651-656(1993)), coupledwith a PCR-based gap filling approach. Analysis 
reveals that the region is gene-rich with four additional genes located very close to THPO: tumor necrosis factor- 
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receptor type I associated protein 2 (TRAP2) and elongation initiation factor gamma (elF4(), chloride channel 
2 (CLGN2) and RNA polymerase II subunit hRPB17. While no THPO homolog was found in the region, four 
novel genes have been predicted by computer-assisted gene detection (GRAIL)(Xu et al. , Gen. Engin. 16: 241- 
253 (1994), the presence of CpG islands (Cross, S. and Bird, A., Curr. Opin. Genet. & Devel. 5: 109-314 
(1995), and homology to known genes (as detected by WU-BLAST2.0)(Altschul and Gish, Methods Enzymol. 
5 266: 460-480 (1996) (http://blast.wustl.edu/blast/README.html). 
Procedures : 
PI and PAC clones : 

The initial human PI clone was isolated from a genomic PI library (Genome Systems Inc., St. Louis, 
MO; cat. no.: PI-2535) screened with PCR primers designed from the THPO genomic sequence (A.L. Gurney, 

10 el al., Blood 85: 981-88 (1995). PCR primers were designed from the end sequences derived from this PI clone 
were then used to screen PI and PAC libraries (Genome Systems, Cat. Nos.: PI -2535 & PAC-6539) to identify 
overlapping clones (PAC1, pl.t, and Pl.u). The 3* -end sequence from PAC.z was used to define the primers 
used for the screening of a human BAC library (Genome Systems Inc., St. Louis, MO; Cat. No.: BDTW- 
4533A). 

15 Ordered Shotgun Strategy: 

The Ordered Shotgun Strategy (OSS) (Chen et aL, Genomics 17: 651-656 (1993)) involves the mapping 
and sequencing of large genomic DN A clones with a hierarchical approach . The P 1 or PAC clone was sonicated 
and the fragments subcloned into lambda vector (ABluestar) (Novagen, Inc., Madison, WI; cat. no. 69242-3). 
The lambda subclone inserts were isolated by long-range PCR (Barnes, W. Proc. Natl. Acad. Sci. USA 91: 

20 2216-2220 (1994) and the ends sequenced. The lambda-end sequences were overlapped to create a partial map 
of the original clone. Those lambda clones with overlapping end-sequences were identified, the insets subcloned 
into a plasmid vector (pUC18 or pUC19, Hoefer Pharmacia Biotech, Inc., San Francisco, CA, Cat. Nos. 27- 
4949-01 and 27-4951-01) and the ends of the plasmid subclones were sequenced and assembled to generate a 
contiguous sequence. This directed sequencing strategy minimizes the redundancy required while allowing one 

25 to scan for and concentrate on interesting regions. 

In order to define better the THPO locus and to search for other genes related to the hematopoietin 
family, five genomic clones were isolated from this region by PCR screening of human PI and PAC libraries 
(Genome System, Iocs, Cat. Nos.: Pl-2535 and PAC-6539). 

The sizes of the genomic fragments are as follows: Pl.t is 40 kb; PI .g is 70 kb; PI .u is 70 kb; PAC.z is 200 
30 kb; and BAC. l is 80 kb. Approximately 75% (140 kb) of the 190 kb genomic DNA region was sequenced by 
the Ordered Shotgun Strategy (OSS) (Chen et al., Genomics 17: 651-56 (1993), and assembled into contigs using 
AutoAssemblerTM (Applied Biosystems, Perkin Elmer, Foster City, CA, cat. no. 903227). The preliminary 
order of these contigs was determined by manual analysis. There were 47 contigs the 140 kb region. A PCR- 
based approach to ordering the contigs and filling in the gaps was employed. The following summarizes the 
35 number and sizes of the gaps. The 50 kb of sequence unique to BAC. 1 was sequenced by a total shotgun 
. approach with a ten-fold redundancy. 
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Size of gap number 
<50bp 13 

50-150 bp 7 

150-300 bp 7 

300-1000 bp 10 

5 1000-5000 bp 7 

> 5000 bp 2 ((15,000 bp) 

DNA sequencing : 

AB1 DYE-primerTM chemistry (PE Applied Biosystems, Foster City, CA; Cat. No. : 402 1 12) was used 

10 to end-sequence the lambda and plasmid subclones. ABI D YE-terminaterTMchemistry (PE Applied Biosystems, 
Foster City, CA, Cat. No: 403044) was used to sequence the PCR products with their respective PCR primers. 
The sequences were collected with an ABI377 instrument. For PCR products larger than lkb, walking primers 
were used. The sequences of contigs generated by the OSS strategy in AutoAssemblerTM (PE Applied 
Biosystems, Foster City, CA; Cat. No: 903227) and the gap-filling sequencing trace files were imported into 

15 SequencherTM (Gene Codes Corp. , Ann Arbor, Ml) for overlapping and editing. The sequences generated by 
the total shotgun strategy were assembled using Phred and Phrap and edited using Consed 
(http://chimera.biotech.washmgton.edu/uwgc/projects and GFP (Genome Reconstruction Manager for 
Phrap), version 1.2 (hup://stork.ceUb.bcm.tmc.edu/gfp/). 
PCR-Based gap filling Strategy: 

20 Primers were designed based on the 5*- and 3*-end sequenced of each contig, avoiding repetitive and 

low quality sequence regions. All primers were designed to be 19-24-mers with 50-70% G/C content. Oligos 
were synthesized and gel-purified by standard methods. 

Since the orientation and order of the contigs were unknown, permutations of the primers were used 
in the amplification reactions. Two PCR kits were used: first, XL PCR kit (Perkin Elmer, Norwalk, CT; Cat. 

25 No.: N8080205), with extension times of approximately 10 minutes; and second, the Taq polymerase PCR kit 
(Qiagen Inc. , Valencia, C A; Cat. No. : 201223) was used under high stringency conditions if smeared or multiple 
products were observed with the XL PCR kit. The main PCR product from each successful reaction was 
extracted from a 0.9% low melting agarose gel and purified with the Geneclean DNA Purification kit prior to 
sequencing. 

30 Analysis : 

The identification and characterization of coding regions was carried out as follows: First, repetitive 
sequences were masked using RepeatMasker (A*F;A. Smit & P. Green, 
hup://%,genome.washmgton.edu7RM/RM_details.^ DNAsequences in FastA format against 

a library of repetitive elements and returns a masked query sequence. Repeats not masked were identified by 
35 comparing the sequence to the GenBank database using WUBLAST2.0 [Altschul, S & Gish, W., Methods 
Enzympl. 266: 460-480 (1996); htm://blast.wusd.edu/blast/README.html] and were masked manually. 
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Next, known genes were revealed by comparing the genomic regions against Genemech's protein 
database using the WUBLAST2.0 algorithm and then annotated by aligning the genomic and cDNA sequences 
for each gene, respectively , using a Needleman-Wunch (Needleman and Wunsch, J. Mol. Biol. 48: 443-453 
(1970) algorithm to find regions of local identity between sequences. The strategy results in detection of all 
exons of the five known genes in the region. THPO, TRAP2, elF4g, CLCN2 and hRPB17 (see below). 

5 

Known genes 

eukaryotic translation initiation factor 4 gamma 
thrombopoietin 
chloride channel 2 
10 TNF receptor associated protein 2 
RNA polymerase II subunit hRPB17 

Finally, novel transcription units were predicted using a number of approaches. CpG islands (S. Gross 
& Bird, A., Curr. Opin. Genet. Dev. 5; 109-314 (1995) islands were used to define promoter regions and were 

1 5 identified as clusters of sites cleaved by enzymes recognizing GC-rich , 6 or 8-mer palindromic sequences (NotI , 
Narl, BssHII, XhoJ. CpG islands are usually associated with promoter regions of genes. WUBLAST2.0 
analysis of short genomic regions (10-20 kb) versus GenBank revealed matches to ESTs. The individual EST 
sequences (or where possible, their sequence chromalogram files) were retrieved and assembled with Sequencer 
to provide a theoretical cDNA sequence (DNA36443). GRAIL2 (ApoCom Inc., Knoxville, TN, command line 

20 version for the DEC alpha) was used to predict a novel expn. The five known genes in the region served as 
internal controls for the success of the GRAIL algorithm. 
Isolation : 

A partial endothelin converting ehzyme-2 (ECE-2) cDNA clone was isolated by first splicing in silico 
the ECE-2 exons predicted in the genomic sequence to generate a putative sequence (DNA36443). An 

25 oligonucleotide probe: GAAGCAGTGCAGCCAGCAGTAGAGAGGCACCTGCTAAGA) (SEQ ID NO:530) 
was designed and used to screen a human fetal small intestine library (LIB 110) and internal PCR primers 
(36443H) (ECE2.f:ACGCAGCTGGAGCTGGTCTTAGCA) (SEQ ID NO:531) and (36443rl) (ECE2jr) 
(GGTACTGGACCCCTAGGGCCACAA) (SEQ ID NO:532) were used to confirm clones hybridizing to the 
probe prior to sequencing. One positive clone was obtained, however this cDNA (DNA49830) represented a 

30 partially spliced) transcript containing appropriately spliced exons 1 through 6, followed by intron 6 sequence. 
The oligo dT primer annealed to a poryA-stretch within an Alu element present in intron 6. An additional ECE-2 
cDNA fragment (DNA49831) was obtained by PCR from a human fetal kidney library (LIB227) with primers 
designed from the presumed cDNA sequence [3644313: CCTCCCAGCCGAGACCAGTGG (SEQ ID NO:533) 
and 36443r2: GGTCCTATAAGGGCCAAGACC (SEQ ID NO:534)]. This PCR product extended from exon 

35 13 into the 3' untranslated region in exon 18. 
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A foil length endothelin converting enzyme 2 (ECE-2) eDNA done (DNA5580O-1263) was isolated 
from an oligo-dT-primed human fetal brain library. RNA from human fetal brain tissue (20 weeks gestation, 
#283005)(SRC175) was isolated by guanidine thiocyanate and 5 fig used to generate double stranded cDNA 
which was cloned into the vector pRK5E. The 3V -primer 

(pGACTAGTTCTAGATCGCGAGCGGCCGCCCrillMU - rrilTTTTT) (SEQ ID NO:535) and the 5 -linker 

5 (pCGGACGCGTGGGTCGA) (SEQ ID NO:536) were designed to introduce Xhol and Notl restriction sites. 
The library was screened with PCR primers [36443pcrf 1 : CGGCCGTG ATGGCTGGTG ACG (SEQ ID NO:537) 
and 36443r3: GGCAGACTCCTTCCTATGGG (SEQ ID NO:538)] designed from the partial human ECE-2 
cDNA sequences (DNA49830 and DNA49831). PCR products were cloned into the vector pCR2.1-TOPO 
(Invitrogen Corp., Carlsbad, CA, Cat. No. K4500-01) and sequenced with DYE-terminator chemistry as 

10 described above. 

EXAMPLE 98: Northern Blot and in situ RNA Hybridization Analysis for PRO403 

Expression of PRO403 mRNA in human tissues was examined by Northern blot analysis. Human 
poly A + RNA blots derived from human fetal and adult tissues (Clontecb, Palo Alto, CA; Cat. Nos. 7760-1, 

15 7756-1 and 7755-1) were hybridized to a [32P-a]dATP-labelled cDNA fragments from probe based on the full 
length PRO403 cDNA. Blots were incubated with the probes in hybridization buffer (5X SSPE; 2X Denhardt's 
solution; 100 mg/mL denatured sheared salmon sperm DNA; 50% formamide; 2% SDS) for 18 hours at 42°C, 
washed to high stringency (0. 1XSSC, 0.1% SDS, 50°C) and autoradiographed. The blots were developed after 
overnight exposure by phosphorimager analysis (Fuji). 

20 PRO403 mRNA transcripts were detected. Analysis of the expression pattern showed the strongest 

signal of the expected 3 . 3 kb transcript in adult brain (highest in the cerebellum, putamen, medulla, and temporal 
lobe, and lower in the cerebral cortex, occipital lobe and frontal lobe), spinal cord, lung and pancreas and higher 
levels of a 4.5 kb transcript in fetal brain and kidney. 

\ 

25 EXAMPLE 99: Use of PRO Polypeptide-Encoding Nucleic Acid as Hybridization Probes 

The following method describes use of a nucleotide sequence encoding a PRO polypeptide as a 
hybridization probe. 

DNA comprising the coding sequence of of a PRO polypeptide of interest as disclosed herein may be 
employed as a probe or used as a basis from which to prepare probes to screen for homologous DNAs (such as 
30 those encoding naturally-occurring variants of the PRO polypeptide) in human tissue cDN A libraries or human 
tissue genomic libraries. 

Hybridization and washing of filters containing either library DNAs is performed under the following 
high stringency conditions. Hybridization of radiolabeled PRO polypeptide-encoding nucleic acid-derived probe 
to the filters is performed in a solution of 50% formamide, 5x SSC, 0.1 % SDS, 0.1 % sodium pyrophosphate, 
35 50 mM sodium phosphate, pH 6.8, 2x Denhardt's solution, and 10% dextran sulfate at 42°C for 20 hours. 
Washing of the filters is performed in an aqueous solution of O.lx SSC and 0. 1 % SDS at 42°C. 
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DNAs having a desired sequence identity with the DNA encoding full-length native sequence PRO 
polypeptide can then be identified using standard techniques known in the art. 

EXAMPLE 100: Expression of PRO Polypeptides in E. coli 

This example illustrates preparation of an unglycosyiated form of a desired PRO polypeptide by 
5 recombinant expression in E. coli. 

The DNA sequence encoding the desired PRO polypeptide is initially amplified using selected PCR 
primers. The primers should contain restriction enzyme sites which correspond to the restriction enzyme sites 
on the selected expression vector. A variety of expression vectors may be employed. An example of a suitable 
vector is pBR322 (derived from E. coli; see Bolivar et al., Gene . 2:95 (1977)) which contains genes for 

10 ampicillin and tetracycline resistance. The vector is digested with restriction enzyme and dephosphorylated. 
The PCR amplified sequences are then ligated into the vector. The vector will preferably include sequences 
which encode for an antibiotic resistance gene, a tip promoter, a polyhis leader (including the first six STH 
codons, polyhis sequence, and enterokinase cleavage site), the specific PRO polypeptide coding region, lambda 
transcriptional terminator, and an argU gene. 

15 The ligation mixture is then used to transform a selected E. coli strain using the methods described in 

Sambrook et al. , supra . Transformants are identified by their ability to grow on LB plates and antibiotic resistant 
colonies are then selected. Plasmid DNA can be isolated and confirmed by restriction analysis and DNA 
sequencing. 

Selected clones can be grown overnight in liquid culture medium such as LB broth supplemented with ' 
20 antibiotics. The overnight culture may subsequendy be used to inoculate a larger scale culture. The cells are 
then grown to a desired optical density, during which the expression promoter is turned on. 

After culturing the ceils for several more hours, the cells can be harvested by centrifugation. The cell 
pellet obtained by the centrifugation can be solubilized using various agents known in the art, and the solubilized 
PRO polypeptide can then be purified using a metal chelating column under conditions that allow tight binding 
z 25 of the protein. 

PR0181, PROI95, PRO200, PR0237, PR0273, PRO540, PR0322, PRO1017, PR0938, PR0162, 
PROl 1 14, PR0827 and PRO1008 were expressed in E. coli in a poly-His tagged form, using the following 
procedure. The DNA encoding the PRO polypeptide was initially amplified using selected PCR primers. The 
primers contained restriction enzyme sites which correspond to the restriction enzyme sites on the selected 

30 expression vector, and other useful sequences providing for efficient and reliable translation initiation, rapid 
purification on a metal chelation column, and proteolytic removal with enterokinase. The PCR-amplified, poly- 
His tagged sequences were then ligated into an expression vector, which was used to transform an E. coli host 
based on strain 52 (W31 10 fuhA(tonA) Ion galE rpoHts(htpRts) clpP(lacIq). Transformants were first grown 
in LB containing 50 mg/ml carbenicillui at 30°C with shaking until an O.D.600 of 3-5 was reached. Cultures 

35 were then diluted 50-100 fold into CRAP media (prepared by mixing 3.57 g (NH 4 ) 2 S6 4 , 0.71 g sodium 
citrate*2H20, 1 .07 g KC1, 5.36 g Difco yeast extract, 5.36 g Sheffield hycase SF in 500 mL water, as well as 
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110 mM MPOS, pH 7.3, 0.55% (w/v) glucose and 7 mM MgS0 4 ) and grown for approximately 20-30 hours 
at 30°C with shaking. Samples were removed to verify expression by SDS-PAGE analysis, and the bulk culture 
is centrifuged to pellet the cells. Cell pellets were frozen until purification and refolding. 

E. coli paste from 0.5 to 1 L fermentations (6-10 g pellets) was resuspended in 10 volumes (w/v) in 7 
M guanidine, 20 mM Tris, pH 8 buffer. Solid sodium sulfite and sodium tetrathionate is added to make final 
5 concentrations of 0.1M and 0.02 M, respectively, and the solution was stirred overnight at 4°C. This step 
results in a denatured protein with all cysteine residues blocked by sulfitolization. The solution was centrifuged 
at 40,000 rpm in a Beckman Ultracentifuge for 30 min. The supernatant was diluted with 3-5 volumes of metal 
chelate column buffer (6 M guanidine, 20 mM Tris, pH 7.4) and filtered through 0.22 micron filters to clarify. 
Depending the clarified extract was loaded onto a 5 ml Qiagen Ni-NTA metal chelate column equilibrated in the 

10 metal chelate column buffer. The column was washed with additional buffer containing 50 mM imidazole 
(Calbiochem, Utrol grade), pH 7.4. The protein was eluted with buffer containing 250 mM imidazole. 
Fractions containing the desired protein were pooled and stored at 4°C. Protein concentration was estimated 
by its absorbance at 280 nm using the calculated extinction coefficient based on its amino acid sequence. 

The proteins were refolded by diluting sample slowly into freshly prepared refolding buffer consisting 

15 of: 20 mM Tris, pH 8.6, 0.3 M NaCI, 2.5 M urea, 5 mM cysteine, 20 mM glycine and 1 mM EDTA. 
Refolding volumes were chosen so that the final protein concentration was between 50 td 100 micrograms/ml. 
The refolding solution was stirred gently at 4°C for 12-36 hours. The refolding reaction was quenched by the 
addition of TFA to a final concentration of 0.4% (pH of approximately 3). Before further purification of the 
protein, the solution was filtered through a 0.22 micron filter and acetonitrile was added to 2-10% final 

20 concentration. The refolded protein was chromatographed on a Poros Rl/H reversed phase column using a 
mobile buffer of 0.1 % TFA with elution with a gradient of acetonitrile from 10 to 80% . Aliquots of fractions 
with A280 absorbance were analyzed on SDS polyacrylamide gels and fractions containing homogeneous 
refolded protein were pooled. Generally, the properly refolded species of most proteins are eluted at the lowest 
concentrations of acetonitrile since those species are the most compact with their hydrophobic interiors shielded 

25 from interaction with the reversed phase resin. Aggregated species are usually eluted at higher acetonitrile 
concentrations. In addition to resolving misfolded forms of proteins from the desired form, the reversed phase 
step also removes endotoxin from the samples. 

Fractions containing the desired folded PRO proteins were pooled and the acetonitrile removed using 
a gende stream of nitrogen directed at the solution. Proteins were formulated into 20 mM Hepes, pH 6:8 with 

30 0. 14 M sodium chloride and 4 % mannitol by dialysis or by gel filtration using G25 Superfine (Pharmacia) resins 
equilibrated iii the formulation buffer and sterile filtered. 

EXAMPLE 101: Expression of PRO Polypeptides in Mammalian Cells 

This example illustrates preparation of a glycosylated form of a N .desired PRO polypeptide . by 
35 recombinant expression in mammalian cells. 

The vector, pRK5 (see EP 307,247, published March 15, 1989), is employed as the expression vector. 
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Optionally, the PRO polypeptide-encoding DNA is ligated into pRK5 with selected restriction enzymes to allow 

insertion of the PRO polypeptide DNA using ligation methods such as described in Sambrook et al. , supra . The 

resulting vector is called pRK5-PRO polypeptide. 

In one embodiment, the selected host cells may be 293 cells. Human 293 cells (ATCC CGL 1573) are 

grown to confluence in tissue culture plates in medium such as DMEM supplemented with fetal calf serum and 
5 optionally, nutrient components and/or antibiotics. About 10 fig pRK5-PRO polypeptide DNA is mixed with 

about 1 fig DNA encoding the VA RNA gene [Thimmappaya et al., Cell, 31 :543 (1982)] and dissolved in 500 
. pi of 1 mM Tris-HCl, 0.1 mM EDTA, 0.227 M CaCl 2 . To this mixture is added, dropwise, 500 p\ of 50 mM 

HEPES (pH 7.35), 280 mM NaCl, 1 .5 mM NaP0 4 , and a precipitate is allowed to form for 10 minutes at 25°C. 

The precipitate is suspended and added to the 293 cells and allowed to settle for about four hours at 37°C. The 
10 culture medium is aspirated off and 2 ml of 20% glycerol in PBS is added for 30 seconds. The 293 cells are 

then washed with serum free medium, fresh medium is added and the cells are incubated for about 5 days. 

Approximately 24 hours after the trans feet ions, the culture medium is removed and replaced with culture 

medium (alone) or culture medium containing 200 pCi/ml ^S-cysteine and 200 /tCi/ml ^S-methionine. After 

a 12 hour incubation, the conditioned medium is collected, concentrated oh a spin filter, and loaded onto a 15% 
15 SDS gel. The processed gel may be dried and exposed to film for a selected period of time to reveal the 

presence of PRO polypeptide. The cultures containing transfected cells may undergo further incubation (in 

serum free medium) and the medium is tested in selected bioassays. 

In an alternative technique, PRO polypeptide may be introduced into 293 cells transiemly using the 

dextran sulfate method described by Somparyrac et al., Proc. Natl. Acad. Sci.. 12:7575 (1981). 293 cells are 
20 grown to maximal density in a spinner flask and 700 jig pRK5-PRO polypeptide DNA is added. The cells are 

first concentrated from the spinner flask by centrifugation and washed with PBS. The DNA-dextran precipitate 

is incubated on the cell pellet for four hours, the cells are treated with 20% glycerol for 90 seconds, washed 

with tissue culture medium, and re-introduced into the spinner flask containing tissue culture medium, 5 /tg/ml 

bovine insulin and 0. 1 /ig/ml bovine transferrin. After about four days, the conditioned media is centrifuged 
25 and filtered to remove cells and debris. The sample containing expressed PRO polypeptide can then be 

concentrated and purified by any selected method, such as dialysis and/or column chromatography. 

In another embodiment, PRO polypeptides can be expressed in CHO cells . The pRK5-PRO polypeptide 

can be transfected into CHO cells using known reagents such as CaPO* or DEAE-dextran. As described above, 

the cell cultures can be incubated, and the medium replaced with culture medium (alone) or medium containing 
30 a radiolabel such as ^S-methionine. After determining the presence of PRO polypeptide, the culture medium 

may be replaced with serum free medium. Preferably, the cultures are incubated for about 6 days, and then the 

conditioned medium is harvested. The medium containing the expressed PRO polypeptide can then be 

concentrated and purified by any selected method. 

Epitope-tagged PRO polypeptide may also be expressed in host CHO cells. The PRO polypeptide may 
35 be subcloned out of the pRK5 vector. The subclone insert can undergo PCR to fuse in frame with a selected 

epitope tag such as a poly-his tag into a Baculovirus expression vector. The poly-his tagged PRO poly{>eptide 
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insert can then be subcloned into a SV40 driven vector containing a selection marker such as DHFR for selection 
of stable clones. Finally, the CHO cells can be transfected (as described above) with the SV40 driven vector. 
Labeling may be performed, as described above, to verify expression. The culture medium containing the 
expressed poly-His tagged PRO polypeptide can then be concentrated and purified by any selected method; such 
as by Ni 2+ -chelate affinity chromatography. 

5 Stable expression in CHO cells was performed using the following procedure. The proteins were 

expressed as an IgG construct (immunoadhesin), in which the coding sequences for the soluble forms (e.g. 
extracellular domains) of the respective proteins were fused to an IgGl constant region sequence containing the 
hinge, CH2 and CH2 domains and/or is a poly-His tagged form. 

Following PCR amplification, the respective DNAs were subcloned in a CHO expression vector using 

10 : standard techniques as described in Ausubel et ah, Current Protocols of Molecular Biology, Unit 3.16, John 
Wiley and Sons (1997). CHO expression vectors are constructed to have compatible restriction sites 5* and 3* 
of the DNA of interest to allow the convenient shuttling of cDNA*s. The vector used expression in CHO cells 
is as described in Lucas et al., Nucl. Acids Res, 24: 9 (1774-1779 (1996), and uses the SV40 early 
promoter/enhancer to drive expression of the cDNA of interest and dihydrpfolate reductase (DHFR). DHFR 

15 expression permits selection for stable maintenance of the plasm id following transfection. 

Twelve micrograms of the desired plasmid DNA were introduced into approximately 10 million CHO 
cells using commercially available transfection reagents Superfect* (Quiagen), Dosper* or Fugene* (Boehringer 
Mannheim). The cells were grown and described in Lucas et al. ^ supra. Approximately 3 x 10" 7 cells are frozen 
in an ampule for further growth arid production as described below. 

20 The ampules containing the plasmid DNA were thawed by placement into water bath and mixed by 

vortexing. The contents were pipetted into a centrifuge tube containing 10 mLs of media and centrifuged at 1000 
rpm for 5 minutes. The supernatant was aspirated and the cells were resuspended in 10 mL of selective media 
(0.2 jim filtered PS20 with 5% 0.2 /im diafiltered fetal bovine serum). The cells were then aliquoted into a 100 
mL spinner containing 90 mL of selective media. After 1-2 days, the cells were transferred into a 250 mL 

25 spinner filled with 150 mL selective growth medium and incubated at 37 °C. After another 2-3 days, a 250 niL, 
500 mL and 2000 mL spinners were seeded with 3 x 10 5 cells/mL. The cell media was exchanged with fresh 
media by cemrifugation and resuspension in production medium. Although any suitable CHO media may be 
employed, a production medium described in US Patent No. 5, 122;469, issued June 16, 1992 was actually used. 
3L production spinner is seeded at 1 .2 x 10 s cells/mL. On day 0, the cell number pH were determined . On day 

30 1 i the spinner was sampled and sparging with filtered air was commenced. On day 2, the spinner was sampled, 
the temperature shifted to 33°C> and 30 mL of 500 g/L glucose and 0.6 mL of 10% antifoam (e.g., 35% 
polydimethylsiloxane emulsion, Dow Corning 365 Medical Grade Emulsion). Throughout the production, pH 
was adjusted as necessary to keep at around 7.2. After 10 days, or until viability dropped below 70%, the cell 
culture was harvested by centrifugtion and filtering through a 0.22 filter. The filtrate was either stored at 

35 4°C or immediately loaded onto columns for purification. 
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For the poIy-His tagged constructs, the proteins were purified using a Ni-NTA column (Qiagen). 
Before purification, imidazole was added to the conditioned media to a concentration of 5 mM. The conditioned 
media was pumped onto a 6 ml Ni-NTA column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 
M NaCl and 5 mM imidazole at a flow rate of 4-5 ml/min. at 4°C. After loading, the column was washed with 
additional equilibration buffer and the protein eluted with equilibration buffer containing 0.25 M imidazole. The 
5 highly purified protein was subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M NaCl 
and 4% mannitol, pH 6.8, with a 25 ml G25 Superfine (Pharmacia) column and stored at -80°C. 

Immunoadhesin (Fc containing) constructs of were purified from the conditioned media as follows. The 
conditioned medium was pumped onto a 5 ml Protein A column (Pharmacia) which had been equilibrated in 20 
mM Na phosphate buffer, pH 6.8. After loading, the column was washed extensively with equilibration buffer 
10 before elution with 100 mM citric acid, pH 3,5. The eluted protein was immediately neutralized by collecting 
1 ml fractions into tubes containing 275 pL of 1 M Tris buffer, pH 9. The highly purified protein was 
subsequently desalted into storage buffer as described above for the poly-His tagged proteins. The homogeneity 
was assessed by SDS polyacrylamide gels and by N-terminal amino acid sequencing by Edman degradation. 
The following PRO polypeptides were successfully transiently expressed in CHO cells; PRO200, 
15 PRO320, PR0237, PR0273, PR0337, PR0846, PR0363.PR0322, PRO1083, PR0938, PRO1012, PROl 1 14, 
PRO1Q08 and PRO1075 . 

The following PRO polypeptides were successfully transiently expressed in COS cells: PRO 181, 
PR0195, PRO200, PRO320, PR0237, PR0273, PR0285, PR0337, PR0526, PRO540, PR0846, PR0362, 
PR0363, PRO700, PRO707, PR0617, PR0322, PR0719, PRO 1083, PRO868, PRO866, PR0768, PR0938, 
20 PRO1012, PR0162, PROl 114, PR0827, PRO1008 and PRO 1075. 

The following PRO polypeptides were successfully stably expressed in CHO cells: PROl 81 , PRO 195, 
PRO200, PRO320, PR0285, PR0337, PROS46, PR0362, PR0363, PRO707, PR0617, PR0322, PRO1083, 
PRO868, PRO866, PRO10I7, PR0792, PR0788, PR0938, PRO 1012, PRO 162, PROl 114, PR0827, 
PRO1008, PROI075 and PRO1031. 

25 

EXAMPLE 102: Expression of PRO Polypeptides in Yeast 

The following method describes recombinant expression of a desired PRO polypeptide in yeast. 

First, yeast expression vectors are constructed for intracellular production or secretion of PRO 
polypeptides from the ADH2/GAPDH promoter. DN A encoding a desired PRO polypeptide, a selected signal 
30 peptide and the promoter is inserted into suitable restriction enzyme sites in the selected plasmid to direct 
intracellular expression of the PRO polypeptide. For secretion* DNA encoding the PRO polypeptide can be 
cloned into the selected plasmid, together with DNA encoding the ADH2/GAPDH promoter, the yeast alpha- 
factor secretory signal/leader sequence, and linker sequences (if needed) for expression of the PRO polypeptide. 

Yeastcells, such as yeast strain AB110, can then be transformed wim the expression plasmids described 
35 above and cultured in selected fermentation media. The transformed yeast supernatants can be analyzed by 
precipitation with 10% trichloroacetic acid and separation by SDS-PAGE, followed by staining of the gels with 
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Coomassie Blue stain. 

Recombinant PRO polypeptide can subsequently be isolated and purified by removing the yeast cells 
from the fermentation medium by centrifugation and then concentrating the medium using selected cartridge 
filters. The concentrate containing the PRO polypeptide may further be purified using selected column 
chromatography resins. , 

5 

EXAMPLE 103: Expression of PRO Polypeptides in Baculovirus-Infected Insect Cells 

The following method describes recombinant expression of PRO polypeptides in Baculovirus-infected 
insect cells . 

The desired PRO polypeptide is fused upstream of ah epitope tag contained with a baculovirus 
10 expression vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc regions of IgG). 
A variety of plasmids may be employed, including plasmids derived from commercially available plasmids such 
as pVL1393 (Novagen). Briefly, the PRO polypeptide or the desired portion of the PRO polypeptide (such as 
the sequence encoding the extracellular domain of a transmembrane protein) is amplified by PCR with primers 
complementary to the 5' and 3* regions. The 5' primer may incorporate flanking (selected) restriction enzyme 
15 sites. The product is then digested with those selected restriction enzymes and subcloned into the expression 
vector. 

Recombinant baculovirus is generated by co-transfecting the above plasmid and BaculoGold™ virus 
DNA (Pharmingeh) into Spodoptera frugiperda (*Sf9") cells (ATCC CRL 171 1) using lipofectin (commercially 
available from GIBCO-BRL). After 4-5 days of incubation at 28°C, the released viruses are harvested and used 

20 for further amplifications. Viral infection and protein expression is performed as described by O'Reilley et al. , 
Baculovirus expression vectors: A laboratory Manual, Oxford: Oxford University Press (1994). 

Expressed poly-his tagged PRO polypeptide can then be purified, for example, by Ni 2+ -chelate affinity 
chromatography as follows. Extracts are prepared from recombinant virus-infected Sf9 cells as described by 
Rupert era/., Nature, 362 :175-179 (1993). Briefly, Sf9 cells are washed, resuspended in sonication buffer (25 

25 mL Hepes, pH 7.9; 12.5 mM MgCl 2 ; 0. 1 mM EDTA; 10% Glycerol; 0. 1 % NP-40; 0.4 M KCI), and sonicated 
twice for 20 seconds on ice. The sonicates are cleared by centrifugation, and the supernatant is diluted 50- fold 
in loading buffer (50 mM phosphate, 300 mM NaCl, 10% Glycerol, pH 7.8) and Filtered through a 0.45 fim 
filter. A Ni 2+ -NTA agarose column (commercially available from Qiagen) is prepared with a bed volume of 5 
mL, washed with 25 mL of water and equilibrated with 25 mL of loading buffer. The filtered cell extract is 

30 loaded onto the column at 0,5 mL per minute. The column is washed to baseline A 2 w with loading buffer, at 
which point fraction collection is started. Next, the column is washed with a secondary wash buffer (50 mM 
phosphate; 300 mM NaCl, 10% Glycerol, pH 6.0), which elutes nonspecifically bound protein. After reaching 
A 2g0 baseline again, the column is developed with a 0 to 500 mM Imidazole gradient in the secondary wash 
buffer. One mL fractions are collected and analyzed by SDS-PAGE and silver staining or western blot with 

35 NF + -NTA-conjugated to alkaline phosphatase (Qiagen).' Fractions containing the eluted His !0 -tagged PRO 
polypeptide are pooled and dialyzed against loading buffer. 
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Alternatively, purification of the IgG tagged (or Fc tagged) PRO polypeptide can be performed using 
known chromatography techniques, including for instance, Protein A or protein G column chromatography. 

PR0195, PR0526, PRO540. PR0846, PR0362, PR0363, PRO700. PRO707, PR0322, PR07I9, 
PRO1083, PR0868, PR0866, PR0768, PR0788, PR0938, PR0827 and PRO 1031 were successfully expressed 
in baculovirus infected Sf9 insect cells. While the expression was actually performed in a 0.5-2 L scale, it can 

5 be readily scaled up for larger (e.g. 8 L) preparations. The proteins were expressed as an IgG construct 
(immunoadhesin), in which the protein extracellular region was fused to an IgGl constant region sequence 
containing the hinge, CH2 and CH3 domains and/or in poly-His tagged forms. 

For expression in baculovirus infected Sf9 cells, following PCR amplification, the respective coding 
sequences were subcloned into a baculovirus expression vector (pb.PH.IgG for IgG fusions and pb.PH.His.c 

10 for poly-His tagged proteins), and the vector and Baculogold* baculovirus DNA (Pharmingen) were 
co-transfected into 105 Spodoptera frugiperda ("Sf9") cells (ATCC CRL 171 1), using Lipofectin (Gibco BRL). 
pb.PH.IgG and pb.PH.His are modifications of the commercially available baculovirus expression vector 
pVL1393 (Pharmingen), with modified polylinker regions to include the His or Fc tag sequences. The cells were 
grown in Hink's TNM-FH medium supplemented with 10% FBS (Hyclone). Cells were incubated for 5 days 

15 at 28 °C. The supernatant was harvested and subsequently used for the first viral amplification by infecting Sf9 
cells in H ink's TNM-FH medium supplemented with 10% FBS at an approximate multiplicity of infection (MOI) 
of 10. Cells were incubated for 3 days at 28°C. The supernatant was harvested and the expression of the 
constructs in the baculovirus expression vector was determined by batch binding of 1 ml of supernatant to 25 
mLof Ni-NTA beads (QIAGEN) for histidine tagged proteins or Protein-A Sepharose CL-4B beads (Pharmacia) 

20 for IgG tagged proteins followed by SDS-PAGE analysis comparing to a known concentration of protein standard 
by Coomassie blue staining. 

The first viral amplification supernatant was used to infect a spinner culture (500 ml) of Sf9 cells grown 
in ESF-921 medium (Expression Systems LLC) at an approximate MOI of 0. 1 . Cells were incubated for 3 days 
at 28 °C. The supernatant was harvested and filtered. Batch binding and SDS-PAGE analysis was repeated, as 

25 necessary, until expression of the spinner culture was confirmed. 

The conditioned medium from the transfected cells (0.5 to 3 L) was harvested by centrifugation to 
remove the cells and filtered through 0.22 micron filters. For the poly-His tagged constructs, the protein 
construct were purified using a Ni-NTA column (Qiagen). Before purification, imidazole was added to the 
conditioned media to a concentration of 5 mM' The conditioned media were pumped onto a 6 ml Ni-NTA 

30 column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 M NaCl and 5 mM imidazole at a flow rate 
of 4r5 ml/min. at 4°C. After loading, the column was washed with additional equilibration buffer and the 
protein eluted with equilibration buffer containing 0.25 M imidazole. The highly purified protein was 
subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M NaCI and 4% mannitol, pH 6.8. 
with a 25 ml G25 Superfine (Pharmacia) column and stored at -80°C. 

35 Irnmunoadhesin (Fc containing) constructs of proteins, were purified from the conditioned media as 

follows. The conditioned media were pumped onto a 5 ml Protein A column (Pharmacia) which had been 
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equilibrated in 20 mM Na phosphate buffer, pH 6.8, After loading, the column was washed extensively with 
equilibration buffer before elution with 100 mM citric acid, pH 3.5. The eluted protein was immediately 
neutralized by collecting 1 ml fractions into tubes containing 275 mL of 1 M Tris buffer, pH 9. The highly 
purified protein was subsequently desalted into storage buffer as described above for the poIy-His tagged 
proteins. The homogeneity of the proteins was verified by SDS poly aery lamide gel (PEG) electrophoresis and 

5 N-tenninal amino acid sequencing by Edman degradation. 

PR0181, PR0195, PRO200, PRO320, PR0237, PR0273, PR0285, PR0337, PR0526, PRO540, 
PR0846, PR0362, PR0363, PR0617, PR0322, PRG1083, PRO868, 768, PR0792, PR0788, PR0162, 
PROH14, PR0827, PRO 1075 and PRO 1031 were successfully expressed in baculovirus infected Hi5 insect 
cells. While the expression was actually performed in a 0.5-2 L scale, it can be readily scaled up for larger (e.g. 

10 8 L) preparations. 

For expression in baculovirus-infected Hi5 insect cells, the PRO polypeptide-encoding DNA may be 
amplified with suitable systems, such as Pfu (Stratagene), or fused upstream (5* -of) of an epitope tag contained 
with a baculovirus expression vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc 
regions of IgG). A variety of plasmids may be employed, including plasmids derived from commercially 

15 available plasmids such as pVL1393 (Npvagen). Briefly, the PRO polypeptide or the desired portion of the 
PRO polypeptide (such as the sequence encoding the extracellular domain of a transmembrane protein) is 
amplified by PCR with primers complementary to the 5* and 3* regions. The 5* primer may incorporate flanking 
(selected) restriction enzyme sites. The product is then digested with those selected restriction enzymes and 
subcloned into the expression vector. For example, derivatives of pVL1393 can include the Fc region of human 

20 IgG (pb.PH.IgG) or an 8 histidine (pb.PH.His) tag downstream (3*-of) the NAME sequence. Preferably, the 
vector construct is sequenced for confirmation. 

Hi5 cells are grown to a confluency of 50% under the conditions of, 27°C, no C02, NO pen/strep. For 
each 150 mm plate, 30 ug of pIE based vector containing PRO polypeptide is mixed with 1 ml Ex-Cell medium 
(Media: Ex-Cell 401 + 1/100 L-Glu JRH Biosciences #14401-78P (note: this media is light sensitive)), and in 

25 a separate tube, 100 ui of CellFectin (CellFECTIN (GibcoBRL #10362-010) (vortexed to mix)) is mixed with 
1 ml of Ex-Cell medium. The two solutions are combined and allowed to incubate at room temperature for 15 
minutes. 8 ml of Ex-Cell media is added to the 2ml of DNA/CellFECTIN mix and this is layered on Hi5 cells 
that have been washed once with Ex-Cell media. The plate is then incubated in darkness for 1 hour at room 
temperature. The DNA/Ce!IFECTIN mix is then aspirated, and the cells are washed once with Ex-Cell to 

30 remove excess CellFECTIN . 30 ml of fresh Ex-Cell media is added and the cells are incubated for 3 days at 
28°C. The supernatant is harvested and the expression of the PRO polypeptide in the baculovirus expression 
vector can be determined by batch binding of 1 ml of supernatent to 25 mL of Ni-NTA beads (Q1AGEN) for 
histidine tagged proteins or Protein-A Sepharose CL-4B beads (Pharmacia) for IgG tagged proteins followed by 
SDS-PAGE analysis comparing to a known concentration of protein standard by Coomassie blue staining. 

35 The conditioned media from the transfected cells (0.5 to 3 L) is harvested by centrifugation to remove 

the cells and filtered through 0.22 micron filters. For the poIy-His tagged constructs^ the protein comprising 
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the PRO polypeptide is purified using a Ni-NTA column (Qiagen). Before purification, imidazole is added to 
the conditioned media to a concentration of 5 mM. The conditioned media is pumped onto a 6 ml Ni-NTA 
column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 M NaCl and 5 mM imidazole at a flow rate 
of 4-5 ml/min. at 4°C. After loading, the column is washed with additional equilibration buffer and the protein 
eluted with equilibration buffer containing 0.25 M imidazole. The highly purified protein is subsequently 

5 deslated into a storage buffer containing 10 mM Hepes, 0. 14 M NaCl and 4% mannitol, pH 6.8, with a 25 ml 
G25 Superfine (Pharmacia) column and stored at -80°C. 

Immunoadhesin (Fc containing) constructs of proteins are purified from the conditioned media as 
follows. The conditioned media is pumped onto a 5 ml Protein A column (Pharmacia) which had been 
equilibrated in 20 mM Na phosphate buffer, pH 6.8. After loading, the column is washed extensively with 

10 equilibration buffer before elution with 100 mM citric acid, pH 3.5. The eluted protein is immediately 
neutralized by collecting 1 ml fractions into tubes containing 275 mL of 1 M Tris buffer, pH 9. The highly 
purified protein is subsequently desalted into storage buffer as described above for the poly-His tagged proteins. 
The homogeneity of PRO polypeptide can be assessed by SDS polyacrylamide gels and by N-terminal amino 
acid sequencing by Edmah degradation and other analytical procedures as desired or necessary. 

15 

EXAMPLE 104: Preparation of Antibodies that Bind to PRO Polypeptides 

This example illustrates preparation of monoclonal antibodies which can specifically bind to a PRO 
polypeptide. ' 

Techniques for producing the monoclonal antibodies are known in the art and are, described, for 
20 instance, in Goding, supra . Immunogens that may be employed include purified PRO polypeptide, fusion 
proteins containing the PRO polypeptide, and cells expressing recombinant PRO polypeptide on the cell surface. 
Selection of the immunogen can be made by the skilled artisan without undue experimentation. 

Mice, such as Balb/c, are immunized with the PRO polypeptide immunogen emulsified in complete 
Freund's adjuvant and injected subcutaneously or intraperitoneally in an amount from 1-100 micrograms. 
25 Alternatively , the immunogen is emulsified in MPL-TDM adjuvant (Ribi Immunochemical Research , Hamilton, 
MT) and injected into the animal's hind foot pads. The immunized mice are then boosted 10 to 12 days later 
with additional immunogen emulsified in the selected adjuvant. Thereafter, for several weeks, the mice may also 
be boosted with additional immunization injections. Serum samples may be periodically obtained from the mice 
by retro-orbital bleeding for testing in ELISA assays to detect anti-PRO polypeptide antibodies. 
30 After a suitable antibody titer has been detected, the animals "positive" for antibodies can be injected 

with a final intravenous injection of PRO polypeptide. Three to four days later, the mice are sacrificed and the 
spleen cells are harvested. The spleen cells are then fused (using 35 % polyethylene glycol) to a selected murine 
myeloma cell line such as P3X63AgU.l, available from ATCC, No. CRL 1597. The fusions generate 
hybridoma cells which can then be plated in 96 well tissue culture plates containing HAT (hypoxanthine, 

i 

35 aminopterin, and thymidine) medium to inhibit proliferation of non-fused cells, myeloma hybrids, and spleen 
cell hybrids. 
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The hybridoma cells will be screened in an ELJSA for reactivity against the PRO polypeptide. 
Determination of "positive" hybridoma cells secreting the desired monoclonal antibodies against tlje PRO 
polypeptide is within the skill in the art. 

The positive hybridoma cells can be injected intraperitoneally into syngeneic Balb/c mice to produce 
ascites containing the anti-PRO polypeptide monoclonal antibodies. Alternatively, the hybridoma cells can be 
5 grown in tissue culture flasks or roller bottles. Purification of the monoclonal antibodies produced in the ascites 
can be accomplished using ammonium sulfate precipitation, followed by gel exclusion chromatography. 
Alternatively, affinity chromatography based upon binding of antibody to protein A or protein G can be 
employed. 

10 EXAMPLE 105: Chimeric PRO Polypeptides 

PRO polypeptides may be expressed as chimeric proteins with one or more additional polypeptide 
domains added to facilitate protein purificationJ Such purification facilitating domains include, but are not 
limited to, metal chelating peptides such as histidine-tryptophan modules that allow purification on immobilized 
metals, protein A domains that allow purification on immobilized immunoglobulin, and the domain utilized in 

15 the FLAGS™ extension/affinity purification system (Immunex Corp., Seattle Wash.). The inclusion of a 
cleavable linker sequence such as Factor XA or eiiterokinase (Invitrogen, San Diego Calif.) between the 
purification domain and the PRO polypeptide sequence may be useful to facilitate expression of DNA encoding 
the PRO polypeptide. 

20 EXAMPLE 106: Purification of PRO Polypeptides Using Specific Antibodies 

Native or recombinant PRO polypeptides may be purified by a variety of standard techniques in the art 
of protein purification. For example, pro-PRO polypeptide, mature PRO polypeptide, or pre-PRO polypeptide 
is purified by immunoaffinity chromatography using antibodies specific for the PRO polypeptide of interest. In 
general, an inimunoaffinity column is constructed by covalently coupling the anti-PRO polypeptide antibody to 

25 an activated chromatographic resin. 

Polyclonal immunoglobulins are prepared from immune sera either by precipitation with ammonium 
sulfate or by purification on immobilized Protein A (Pharmacia LKB Biotechnology, Piscataway, NJ.). 
Likewise, monoclonal antibodies are prepared from mouse ascites fluid by ammonium sulfate precipitation or 
chromatography on immobilized Protein A. Partially purified immunoglobulin is covalently attached to a 

30 chromatographic resin such as CnBr-activated SEPH AROSE™ (Pharmacia LKB Biotechnology). The antibody 
is coupled to the resin, the resin is blocked, and the derivative resin is washed according to the manufacturer's 
instructions. 

Such an immunoaffinity column is utilized in the purification of PRO polypeptide by preparing a fraction 
from cells containing PRO polypeptide in a soluble form. This preparation is derived by solubilization of the 
35 whole cell or of a subcellular fraction obtained via differential centrifugation by the addition of detergent or by 
other methods well known in the art. Alternatively, soluble PRO polypeptide containing a signal sequence may 
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be secreted in useful quantity into the medium in which the cells are grown. 

A soluble PRO polypeptide-containing preparation is passed over the immunoaffiniry column, and the 
column is washed under conditions that allow the preferential absorbance of PRO polypeptide {e.g., high ionic 
strength buffers in the presence of detergent). Then, the column is eluted under conditions that disrupt 
antibody /PRO polypeptide binding {e.g. , a low pH buffer such as approximately pH 2-3, or a high concentration 
5 of a chaotrope such as urea or thiocyanate ion), and PRO polypeptide is collected. 

EXAMPLE 107: Drug Screening 

This invention is particularly useful for screening compounds by using PRO polypeptides or binding 
fragment thereof in any of a variety of drug screening techniques. The PRO polypeptide or fragment employed 
10 in such a test may either be free in solution, affixed to a solid support, borne on a cell surface, or located 
intracellular^. One method of drug screening utilizes eukaryotic or prokaryotic host cells which are stably 
transformed with recombinant nucleic acids expressing the PRO polypeptide or fragment. Drugs are screened 
against such transformed cells in competitive binding assays. Such cells, either in viable or fixed form, can be 
used for standard binding assays. One may measure, for example, the formation of complexes between PRO 
15 polypeptide or a fragment and the agent being tested. Alternatively, one can examine the diminution in complex 
formation between the PRO polypeptide and its target cell or target receptors caused by the agent being tested. 

Thus, the present invention provides methods of screening for drugs or any other agents which can 
affect a PRO polypeptide-associated disease or disorder. These methods comprise contacting such an agent with 
an PRO polypeptide or fragment thereof and assaying (I) for the presence of a complex between the agent and 
20 the PRO polypeptide or fragment, or (ii) for the presence of a complex between the PRO polypeptide or fragment 
and the cell, by methods well known in the art. In such competitive binding assays, the PRO polypeptide or 
fragment is typically labeled. After suitable incubation, free PRO polypeptide or fragment is separated from that 
present in bound form, and the amount of free or uncomplexed label is a measure of the ability ^>f the particular 
agent to bind to PRO polypeptide or to interfere with the PRO polypeptide/cell complex. 
25 Another technique for drag screeyngp^ 

binding affinity to a polypeptide and is described in detail in WO 84/03564, published on September 13, 1984. 
Briefly stated, large numbers of different small peptide test compounds are synthesized on a solid substrate, such 
as plastic pins or some other surface. As applied to a PRO polypeptide, the peptide test compounds are reacted 
with PRO polypeptide and washed. Bound PRO polypeptide is detected by methods well known in the an. 
30 Purified PRO polypeptide can also be coated directly onto plates for use in the aforementioned drug screening 
techniques. In addition, non-neutralizing antibodies can be used to capture the peptide and immobilize it on the 
solid support. . r 

This invention also contemplates the use of competitive drug screening assays in which neutralizing 
antibodies capable of binding PRO polypeptide specifically comp&e with a test compound forbinding to PRO 
35 polypeptide or fragments thereof. In this manner, the antibodies can be used to detect the presence of any 
peptide which shares one or more antigenic determinants with PRO polypeptide. 
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EXAMPLE 108: Rational Drug Design 

The goal of rational drug design is to produce structural analogs of biologically active polypeptide of 
interest (i.e., a PRO polypeptide) or of small molecules with which they interact, e.g., agonists, antagonists, or 
inhibitors- Any of these examples can be used to fashion drugs which are more active or stable forms of the 
PRO polypeptide or which enhance or interfere with the function of the PRO polypeptide in vivo {c J. , Hodgson, 

5 Bio/Technology. 9: 19-21 (1991)). 

In one approach, the three-dimensional structure of the PRO polypeptide, or of an PRO 
polypepdde-inhibitor complex, is determined by x-ray crystallography, by computer modeling or, most typically, 
by a combination of the two approaches. Both the shape and charges of the PRO polypeptide must be ascertained 
to elucidate the structure and to determine active site(s) of the molecule. Less often, useful information regarding 

10 the structure of the PRO polypeptide may be gained by modeling based on the structure of homologous proteins. 
In both cases, relevant structural information is used to design analogous PRO polypeptide-like molecules or to 
identify efficient inhibitors . Useful examples of rational drug design may include molecules which have improved 
activity or stability as shown by Braxton and Wells, Biochemistry. 31:7796-7801 (1992) or which act as 
inhibitors, agonists, or antagonists of native peptides as shown by Athauda et al. t J. Biochem. . 113 :742-746 

15 (1993). 

It is also possible to isolate a target-specific antibody, selected by functional assay, as described above, 
and then to solve its crystal structure. This approach, in principle, yields a pharmacore upon which subsequent 
drug design can be based. It is possible to bypass protein crystallography altogether by generating anti-idiotypic 
antibodies (anti-ids) to a functional, pharmacologically active antibody. As a mirror image of a mirror image, 

20 the binding site of the anti-ids would be expected to be an analog of the original receptor. The anti-id could then 
be used to identify and isolate peptides from banks of chemically or biologically produced peptides. The isolated 
peptides would then act as the pharmacore. 

By virtue of the present invention, sufficient amounts of the PRO polypeptide may be made available 
to perform such analytical studies as X-ray crystallography. In addition, knowledge of the PRO polypeptide 

25 amino acid sequence provided herein will provide guidance to those employing computer modeling techniques 
in place of or in addition to x-ray crystallography. 

EXAMPLE 109: Ability of PRO Polypeptides to Inhibit Vascular Endothelial Growth Factor (VEGF) Stimulated 
Proliferation of Endothelial Cell Growth 

30 The ability of various PRO polypeptides to inhibit VEGF stimulated proliferation of endothelial cells 

was tested. Specifically, bovine adrenal cortical capillary endothelial (ACE) cells (from primary culture, 
maximum 12- 14 passages) were plated on 96- well microtiter plates (Amersham Life Science) at a density of 500 
cells/well per 100 ph in low glucose DMEM, 10% calf serum, 2 mM glutamine, Ix pen/strept and fungizone, 
supplemented with 3 ng/mL VEGF. Controls were plated the same way but some did not include VEGF. A 

35 test sample of the PRO polypeptide of interest was added in a 100 y\ volume for a 200 pi final volume. Cells 
were incubated for 6-7 days at 37 °C. The media was aspirated and the cells washed lx with PBS. An acid 
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phosphatase reaction mixture (100 /iL, 0. 1M sodium acetate, pH 5.5, 0. 1 % Triton-100, 10 mM p-nitrophenyl 
phosphate) was added. After incubation for 2 hours at 37°C, the reaction was stopped by addition of 10 jd IN 
NaOH. OD was measured on microliter plate reader at 405 nm. Controls were no cells, cells alone, cells + 
FGF (5 ng/mL), cells + VEGF (3 ng/mL), cells + VEGF (3 ng/ml) + TGF-p (1 ng/ml), and cells + VEGF 
(3ng/mL) + LIF (5 ng/mL); (TGF-P at a 1 ng/ml concentration is known to block 70-90% of VEGF stimulated 
5 cell proliferation.) 

The results were assessed by calculating the percentage inhibition of VEGF (3 ng/ml) stimulated cells 
proliferation, determined by measuring acid phosphatase activity at OD405 rim, (1) relative to cells without 
stimulation, and (2) relative to the reference TGF-P inhibition of VEGF stimulated activity. The results are 
indicative of the utility of the PRO polypeptides in cancer therapy and specifically in inhibiting tumor 
10 arigiogenesis. 

the PRO polypeptides demonstrated as being capable of inhibiting VEGF stimulated proliferation of 
endothelial cell growth at various concentrations include PRO200 and PRO320. 

EXAMPLE 1 10: Retinal Neuron Survival 
15 This example demonstrates that various PRO polypeptides have efficacy in enhancing the survival of 

retinal neuron cells. 

Sprague Dawley rat pups at postnatal day 7 (muted population: glia and retinal neuronal types) are killed 
by decapitation following C0 2 anesthesia and the eyes are removed under sterile conditions. The neural retina 
is dissected away from the pigment epithelium and other ocular tissue and then dissociated into a single cell 

20 suspension using 0.25% trypsin in Ca 2 \ Mg^-free PBS. The retinas are incubated at 37°C for 7-10 minutes 
after which the trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are plated at 100,000 
cells per well in 96 well plates in DMEM/F12 supplemented with N2 and with or without the specific test PRO 
polypeptide. Cells for all experiments are grown at 37°C in a water saturated atmosphere of 5% CO,. After 
2-3 days in culture, cells are stained with calcein AM then fixed using 4% paraformaldehyde and stained with 

25 DAPI for determination of total cell count. The total cells (fluorescent) are quantified at 20X objective 
magnification using CCD camera and NIH image software for Macintosh. Fields in the well are chosen at 
random. 

The effect of various concentration of PRO polypeptides is calculated by dividing the total number of 
calcein AM positive cells at 2-3 days in culture by the total number of D API-labeled cells at 2-3 days in culture. 
30 Anything above 30% survival is considered positive. The following PRO polypeptides were posiuye in this 
assay: PRO200, PRO540, PR0846 and PR06 17. 

EXAMPLE 111: Rod Photoreceptor Survival 

This example demonstrates that various PRO polypeptides have efficacy in enhancing the survival of 
35 rod photoreceptor cells. 

Sprague Dawley rat pups at 7 day postnatal (mixed population: glia and retinal neuronal cell types) are 
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killed by decapitation following CO, anesthesis and the eyes are removed under sterile conditions. The neural 
retina is dissected away form the pigment epithelium and other ocular tissue and then dissociated into a single 
cell suspension using 0.25% trypsin in Ca 2 *, Mg J+ -free PBS. The retinas are incubated at 37°C for 7-10 
minutes after which the trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are plated at 
100,000 cells per well in 96 well plates in DMEM/F12 supplemented with N2 and with or without the specific 

5 test PRO polypeptide. Cells for all experiments are grown at 37°C in a water saturated atmosphere of 5% C02. 
After 2-3 days in culture, cells are fixed using 4% paraformaldehyde, and then stained using CellTracker Green 
CMFDA. Rho 4D2 (ascites or IgG 1 : 100), a monoclonal antibody directed towards the visual pigment rhodopsin 
is used to detect rod photoreceptor cells by indirect immunofluorescence. The results are reported as % survival: 
total number of calcein/CellTracker - rhodopsin positive cells at 2-3 days in culture, divided by the total number 

10 of rhodopsin positive cells at time 2-3 days in culture. The total cells (fluorescent) are quantified at 20x objective 
magnification using a CCD camera and NIH image software for Macintosh. Fields in the well are chosen at 
random. 

With regard to the effect of various concentration of PRO polypeptides, anything above 10% survival 
is considered positive. The following PRO polypeptides tested positive in this assay: PRO200, PRO540, 
15 PR0846 and PR0617. 

EXAMPLE 112: Ability of PRO Polypeptides to Stimulate the Release of Proteog lycans from Cartilage 

The ability of various PRO polypeptides to stimulate the release .of proteoglycans from cartilage tissue 
was tested as follows. 

20 The metacarphophalangeal joint of 4-6 month old pigs was aseptically dissected, and articular cartilage 

was removed by free hand slicing being careful to avoid the underlying bone. The cartilage was minced and 
cultured in bulk for 24 hours in a humidified atmosphere of 95% air, 5% CO, in serum free (SF) media 
(DME/F!2 1:l)wom0.1%BSAan^ After washing three times, 

approximately 100 mg of articular cartilage was aliquoted into micronics tubes and incubated for an additional 

25 24 hours in the above SF media. PRO polypeptides were then added at 1 % either alone or in combination with 
18 ng/ml interleukin-lcc, a known stimulator of proteoglycan release from cartilage tissue. The supernatant was 
then harvested and assayed for the amount of proteoglycans using the 1 ,9-dimethyl-methylene blue (DMB) 
colorimetric assay (Farndale and Buttle, Biochem. Biophvs. Acta 883:173-177 (1985)). A positive result in this 
assay indicates that the test polypeptide will find use, for example, in the treatment of sports-related joint 

30 problems, articular cartilage defects, osteoarthritis or rheumatoid arthritis. 5 

When PRO200 polypeptides were tested in the above assay, the polypeptides demonstrated a marked 
ability to stimulate release of proteoglycans from cartilage tissue both basally and after stimulation with 
interleukin-lcc and at 24 and 72 hours after treatment, thereby indicating that PRO200 polypeptides are useful 
for stimulating proteoglycan release from cartilage tissue. 

35 
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EXAMPLE 113: In Vitro Antiproliferative Assay 

The antiproliferative activity of various PRO polypeptides was determined in the investigational, 
disease-oriented in vitro anti-cancer drug discovery assay of the National Cancer Institute (NCI)* using a 
sulforhodamine B (SRB) dye binding assay essentially as described by Skehan el al., /. Natl Cancer Inst. 
82:1 107-1 1 12 (1990). The 60 tumor cell lines employed in this study ("the NCI panel"), as well as conditions 
5 for their maintenance and culture in vitro have been described by Monks et al . , 7. NatL Cancer Inst. 83:757-766 
(1991). The purpose of this screen is to initially evaluate the cytotoxic and/or cytostatic activity of the test 
compounds against different types of tumors (Monks et al., supra; Boyd, Cancer: Princ. Pract. Oncol Update 
3(10): 1-12(1989]). 

Cells from approximately 60 human tumor cell lines were harvested with trypsin/EDTA (Gibco), 
10 washed once, resuspended in IMEM.and their viability was determined. The cell suspensions were added by 
pipet (100 nL volume) into separate 96-well microliter plates. The cell density for the 6-day incubation was less 
than for the 2-day incubation to prevent overgrowth. Inoculates were allowed a preincubation period of 24 hours 
at 37 °C for stabilization. Dilutions at twice the intended test concentration were added at time zero in 100 /iL 
aliquots to the microliter plate wells (1 :2 dilution). Test compounds were evaluated at five half-log dilutions 
15 (1000 to 100,000-fold). Incubations took place for two days and six days in a 5% C0 2 atmosphere and 100% 
humidity. 

After incubation, the medium was removed and the cells were fixed in 0. 1 ml of 10% trichloroacetic 
acid at 40°C. The plates were rinsed five times with deionized water, dried, stained for 30 minutes with 0.1 ml 
of 0.4% sulforhodamine B dye (Sigma) dissolved in 1% acetic acid, rinsed four times with 1% acetic acid to 
20 remove unbound dye, dried, and the stain was extracted for five minutes with 0.1 ml of 10 mM Tris base 
ftris^ydroxymemyOammomethane], pH 10.5. The absorbanee (OD) of sulforhodamine B at 492 nm was 
measured using a computer-interfaced, 96-well microliter plate reader. 

A test sample is considered positive if it shows at least 50% growth inhibitory effect at one or more 
concentrations. The following PRO polypeptides gave positive results in at least one tumor cell line: PR0181, 
25 PR0237, PR0526, PR0362 and PRO866. 

EXAMPLE 1 14: Gene Amplification 

This example shows that genes encoding various PRO polypeptides are amplified in the genome of 

certain human cancers . Amplification is associated with overexpression of the gene product, indicating that the 
30 PRO polypeptide is a useful target for therapeutic intervention in certain cancers such as colon, lung and other 

cancers. Therapeutic agent may take the form of antagonists of PRO polypepiide-encoding genes, for example, 

murine-human chimeric, humanized or human antibodies against the PRO polypeptide. 

The starting material for the screen was genomic DNA isolated from a variety cancers. The DNA is 

quantitated precisely, e.g., fluorometrically. As a negative control, DNA was isolated from the cells of ten 
35 normal healthy individuals which was pooled and used as assay controls for the gene copy in healthy individuals 

(NorHu). 
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The 5' nuclease assay (for example, TaqMan™) and real-time quantitative PCR (for example, ABI 
Prizm 7700 Sequence Detection System™ (Perkin Elmer, Applied Biosystems Division. Foster City, CA)), were 
used to find genes potentially amplified in certain cancers. The results were used to determine whether the DNA 
encoding the PRO polypeptide is over-represented in any of the lung and colon cancers that were screened. The 
result was reported in Delta CT units. One unit corresponds 1 PCR cycle or approximately a 2-fold 
5 amplification relative to normal, two units corresponds to 4-fold, 3 units to 8-fold and so on. Quantitation was 
obtained using primers and a Taqman™ fluorescent derived from the PRO polypepude-encoding gene. Regions 
of the PRO polypeptide which are most likely to contain unique nucleic acid sequences and which are least likely 
to have spliced out introns are preferred for the primer derivation, e.g., 3^untranslated region. 

The 5' nuclease assay reaction is a fluorescent PCR-based technique which makes use of the 5' 
;0 exonuclease activity of Taq DNA polymerase enzyme to monitor amplification in Teal time . Two oligonucleotide 
primers are used to generate an amplicon typical of a PCR reaction. A third oligonucleotide, or probe, is 
designed to detect nucleotide sequence located between the two PCR primers. The probe is non-extendible by 
Taq DNA polymerase enzyme, and is labeled with a reporter fluorescent dye and a quencher fluorescent dye. 
Any laser-induced emission from the reporter dye is quenched by the quenching dye when the two dyes are 
15 located close together as they are on the probe. During the amplification reaction, the probe is cleaved by the 
Taq DNA polymerase enzyme in a template-dependent manner. The resultant probe fragments disassociate in 
solution, and signal from the released reporter dye is tree from the quenching effect of the second fluorophore. 
One molecule of reporter dye is liberated for each new molecule synthesized, and detection of the unquenched 
reporter dye provides the basis for quantitative interpretation of the data. 
20 ' 4 The 5 " nuclease procedure is run on a real-time quantitative PCR device such as the ABI Prism 7700TM 

Sequence Detection. The system consists of a thermocyler, laser, charge-coupled device (CCD) camera and 
computer. The system amplifies samples in a 96-well format on a thermocycler. During amplification, 
laser-induced fluorescent signal is collected in real-time through fiber optics cables for all 96 wells, and detected 
at the CCD. The system includes software for ninning the imminent and for analyzing the data. 
25 5' Nuclease assay data are initially expressed as Cl, or the threshold cycle. This is defined as the cycle 

at which the reporter signal accumulates above the background level of fluorescence. The Ct values are used 
as quantitative measurement of the relative number of starting copies of a particular target sequence in a nucleic 
acid sample. 

Genes encoding the following PRO polypeptides were found to be amplified in the above assay; 
30 PR0213-1, PR0237, PR0324, PR0351, PR0362, PR0853, PR0615, PR0531, PR0618, PR0772, PRO703, 
PR0474, PRO 1017 and PR0792. 

EXAMPLE 115: Induction of c-fos in Endothelial Cells 

Human venous umbilical vein endothelial cells (HUVEC, Cell Systems) in growth media (50:50 without 
35 glycine, 1% glutamine, iOmM Hepes, 10% FBS, 10 ng/ml bFGF), were plated on 96-well microliter plates at 
a cell density of 1x10* cells/well. The day after plating, the cells were starved by removing the growth media 
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and treating the cells with 100 /d/well test samples and controls (positive control: growth media; negative 
control: Protein 32). The cells were incubated for 30 minutes at 37°C, in 5% CO>. The samples were removed, 
and the first part of the bDNA kit protocol (Chiron Diagnostics, cat. #6005-037) was followed. 

Briefly, the amounts of the TM Lysis Buffer and Probes needed for the tests were calculated based on 
information provided by the manufacturer. The appropriate amounts of thawed Probes were added to the TM 
5 Lysis Buffer. The Capture Hybridization Buffer was warmed to room temperature; The bDNA strips were set 
up in the metal strip holders, and 100 p\ of Capture Hybridization Buffer were added to each b-DNA well 
needed, followed by incubation for at least 30 minutes. The test plates with the cells were removed from the 
incubator, and the media was gently removed using the vacuum manifold. lOOpl of Lysis Hybridization Buffer 
with Probes were quickly pipetted into each well of the microliter plates. The plates were then incubated at 55 °C 
10 for 15 minutes. Upon removal from the incubator, the plates were placed on the vortex mixer with the microtiter 
adapter head and vortex on the #2 setting for one minute. 80 ^il of the lysate were removed and added to the 
bDNA wells containing the Capture Hybridization Buffer, and pipetted up and down to mix. The plates were 
incubated at 53 °C for at least 16 hours. 

On the next day, the second part of the bDNA kit protocol was followed. Specifically, the Plates were 
15 removed from the incubator and placed on the bench to cool for 10 minutes. The volumes of additions needed 
were calculated based upon information provided by the manufacturer. An Amplifier Working Solution was 
prepared by making a 1:100 dilution of the Amplifier Concentrate (20 fm//tl) in AL Hybridization Buffer. The 
hybridization mixture was removed from the plates and washed twice with Wash A. 50 p\ of Amplifier Working 
Solution were added to each well and the wells were incubated at 53 °C for 30 minutes. The plates were then 
20 removed from the incubator and allowed to cool for 10 minutes. The Label Probe Working Solution was 
prepared by making a 1: 100 dilution of Label Concentrate (40 pmo!es//d) in AL Hybridization Buffer. After 
the 10 minutes cool down period, the amplifier hybridization mixture was removed and the plates washed twice 
with Wash A. 50/d of Label Probe Working Solution were added xo each well and the wells were incubated at 
53 °C for 15 minutes. After cooling for 10 minutes, the Substrate was warmed to room temperature. Upon 
25 addition of 3 >d of Substrate Enhancer to each ml of Substrate needed for the assay, the plates were allowed to 
cool for 1 0 minutes, the label hybridization mixture was removed, and the plates were washed twice with Wash 
A and three-times with Wash D. 50/il of the Substrate Solution with Enhancer were added to each welL The 
plates were incubated for 30 minutes at 37°C and RLU read in an appropriate luminometer. 

The replicates were averaged and the coefficient of variation was determined. The measure of activity 
30 of the fold increase over the Protein 32 (buffer control) value indicated by chemoluminescence units (RLU). 
Samples which showed an at least two-Cold value over the Protein 32 value were considered positive. PR0938 
was positive in the above assay. 

EXAMPLE 116: Proliferation of Rat Utricular Supporting Cells 
35 In an effort to identify PRO polypeptides that act as potent mitogens for inner ear supporting cells which 

are hair cell progenitors (related to auditory hair cell regeneration), various PRO polypeptides were tested in the 
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The rat utricular epithelial cell line (UEC-4 cells) are aliquoted into 96 well plates with a density of 3000 
cells/well in 200 fi\ of serum-containing medium at 33°C. After overnight, the cultures are switched to serum- 
free medium at 37°C and the PRO polypeptide samples are added at various dilutions. After 24h incubation, J H- 
thymidine (1 jiCi/well) is aded to the cultures for an additional 24h. The cells are then harvested using a Tomtec 

5 cell harvester. Because the epithelial cells are grown on a poly lysine substrate, trypsin (1 mg/ml) is added to the 
culture wells for 30 min at 37°C to lift the cells before cell harvest. Cpm/well are counted with a matrix 9600 
gas counter (Packard Instrument Company, Downers Grove, IL). Data is collected from 3 culture wells from 
each of the experimental groups and expressed as mean ± SEM. A two-tailed, unpaired t-test is used for 
statistical analysis, as compared to the control group (treatment with TGF-a). 

10 Average cpm counts which are at least 30% higher than the control values are considered positive for 

the assay. The following PRO polypeptides were positive in this assay: PR0337, PR0363 and PRO1012. 

EXAMPLE 117: In situ Hybridization 

In situ hybridization is a powerful and versatile technique for the detection and localization of nucleic 
15 acid sequences within cell or tissue preparations. It may be useful, for example, to identify sites of gene 
expression, analyze the tissue distribution of transcription, identify and localize viral infection, follow changes 
in specific mRNA synthesis and aid in chromosome mapping. 

: In situ hybridization was performed following an optimized version of the protocol by Lu and Gillett, 
Cell Vision 1:169-176 (1994), using PCR-generated n P-labeled riboprobes. Briefly, formalin-fixed, paraffin- 
20 embedded human tissues were sectioned, deparaffinized, deproteinated in proteinase K (20 g/ml) for 15 minutes 
at 37°C, and further processed for in situ hybridization as described by Lu and Gillett, supra. A [ 33 -P] UTP- 
labeled antisense riboprobe was generated from a PCR product and hybridized at 55 °C overnight. The slides 
were dipped in Kodak NTB2 nuclear track emulsion and exposed for 4 weeks. 
•"P-Riboprobe synthesis 

25 6.0^1 (125 mCi) of M P-UTP(AmershamBF 1CXT2, SA<20^ Toeach 

tube containing dried "P-UTP, me following ingredients were added: 
2.0 /il 5x traiiscription buffer 
1.0/ilDTT(l60mM) 

2.0 jd NTP mix (2.5 mM : 10 ft; each of 10 mM GTP, CTP & ATP + 10 pA H,0) 
30 l.Oftl UTP(50 /iM) 

1 .0 ftl Rnasin 

1.0 pi DNA template (tyg) 
1.0jdH 2 O 

1.0'fcl RNA polymerase (for PCR products T3 = AS, T7 = S, usually) 
35 The tubes were incubated at 37 °C for one hour. 1.0 fcl RQ 1 DNase were added, followed by incubation 

at 37°C for 15 minutes. 90 /d TE ( 10 mM tris pH 7.6/lmM EDTA pH 8.0) were added, and the mixture was 
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pipetted onto DE81 paper. The remaining solution was loaded in a Microcon-50 ultrafiltration unit, and spun 
using program 10 (6 minutes). The filtration unit was inverted over a second tube and spun using program 2 
(3 minutes). After the final recovery spin, 100 pi TE were added. 1 pi of the final product was pipetted on 
DE81 paper and counted in 6 ml of Biofluor II . 

The probe was run on a TBE/urea gel. 1-3 pi of the probe or 5 /il of RNA Mrk III were added to 3 

5 pi of loading buffer. After heating on a 95 °C heat block for three minutes, the gel was immediately placed on 
ice. The wells of gel were flushed, the sample loaded, and run at 180-250 volts for 45 minutes. The gel was 
wrapped in saran wrap and exposed to XAR film with an intensifying screen in -70°C freezer one hour to 
overnight. 
^ P-Hvbridization 

10 A. Pretreatment of frozen sections " 

The slides were removed from the freezer, placed on aluminium trays and thawed at room temperature 
for 5 rninutes. The trays were placed in 55 °C incubator for five minutes to reduce condensation. The slides 
were fixed for 10 minutes in 4% paraformaldehyde on ice in the fume hood, and washed in 0.5 x SSC for 5 
minutes, at room temperature (25 ml 20 x SSC + 975 ml SQ H 3 0). After deproteination in 0.5 pg/ml proteinase 

15 K for 10 minutes at 37°C (12.5 pi of 10 mg/ml stock in 250 ml prewarmed RNase-free RNAse buffer), the 
sections were washed in 0.5 x SSC for 10 minutes at room temperature. The sections were dehydrated in 70%, 
95%, 100% ethanol, 2 minutes each. 

B. Pretreatment of paraffin-embedded sections 

The slides were deparaffinized, placed in SQ H a O, and rinsed twice in 2 x SSC at room temperature, 
20 for 5 minutes each time. The sections were deproteinated in 20 fig/ ml proteinase K (500 pi of 10 mg/ml in 250 
ml RNase-free RNase buffer; 37°C, 15 minutes) - human embryo, or 8 x proteinase K (100 pi in 250 ml Rnase 
buffer, 37°C, 30 minutes) - formalin tissues. Subsequent rinsing in 0.5 x SSC and dehydration were performed 
as described above. 

C. Prehvbridization 

25 The slides were laid out in a plastic box lined with Box buffer (4 x SSC, 50% formamide) - saturated 

filterpaper. Thetissue was covered with 50 pi of hybridization buffer (3. 75g Dextran Sulfate + 6mlSQH 2 0), 
vortexed and heated in the microwave for 2 minutes with the cap loosened. After cooling on ice, 18.75 ml 
formamide, 3.75 ml 20 x SSC and 9 ml SQ H 2 0 were added, the tissue was vortexed well, and incubated at 
42°C for 1-4 hours. 

30 D. Hybridization 

1 .0 x 10* cpm probe and 1 .0 pi tRN A (50 mg/ml stock) per slide were heated at 95°C for 3 minutes. 
The slides were cooled on ice, and 48 pi hybridization buffer were added per slide. After vortexing, 50 pi M P 
mix were added to 50 pi prehybridizauon on slide. The slides were incubated overnight at 55 °C. 
E. Washes 

35 Washing was done 2 x 10 rninutes with 2xSSC, EDTA at room temperature (400 ml 20 x SSC + 16 

ml 0.25M EDTA, V f =4L)i followed by RNaseA treatment at 37°C for 30 minutes (500 pi of 10 mg/ml in 250 
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ml Rnase buffer = 20 /tg/ml), The slides were washed 2 x 10 minutes with 2 x SSC, EDTA at room 
temperature. The stringency wash conditions were as follows: 2 hours at 55°C, 0. 1 x SSC, EDTA (20 ml 20 
x SSC + 16 ml EDTA, V f =4L). 

F. Oligonucleotides 

In situ analysis was performed on a variety of DNA sequences disclosed herein. The oligonucleotides 
5 employed for these analyses were derived from the nucleotide sequences disclosed herein and generally range 
from about 40 to 55 nucleotides in length. 

G. Results 

In situ analysis was performed on a variety of DNA sequences disclosed herein. The results from these 
analyses are as follows. 

10 (1) DNA29101-1 122 (PRO200) 

Fetal : Lower limb expression in developing lower limb bones at the edge of the cartilagenous anlage 
(i.e. around the outside edge); in developing tendons, in vascular smooth muscle and in cells embracing 
developing skeletal muscle myocytes and myotubes. Expression also observed at the epiphyseal growth plate. 
Lymph node expression in marginal sinus of developing lymph nodes. Thymus expression in the subcapsular 

15 region of the thymic cortex, possibly representing either the subcapsular epithelial cells or the proliferating, 
double negative, thymocytes that are found in this region. Spleen is negative. Trachea expression in smooth 
muscle. Brain (cerebral cortex) focal expression in cortical neurones. Spinal cord negative. Small intestine 
expression in smooth muscle. Thyroid - generalized expression over thyroid epithelium. Adrenal is negative. 
Liver expression in ductal plate cells. Stomach expression in mural smooth muscle. Fetal skin expression in 

20 basal layer of squamous epithelium. Placenta expression in interstitial cells in trophoblastic villi. Cord 
expression in wall of arteries and vein. 

Comments: Expression pattern suggests that PRO200 may be involved in cell 
differentiation/proliferation. 

High expression was observed at the following additional sites: Chimp ovary - granulosa cells of 

25 maturing follicles, lower intensity signal observed over thecal cells. Chimp parathyroid - high expression over 
chief cells. Human fetal testis - moderate expression over stromal cells surrounding developing tubules. Human 
fetal lung - high expression over chondrocytes in developing bronchial tree, and low level expression over 
branching bronchial epithelium. Specific expression was not observed over the renal cell, gastric and colonic 
carcinomas. Fetal tissues examined (E12-E16 weeks) include: placenta, umbilical cord, liver, kidney, adrenals, 

30 thyroid, lungs, heart, great vessels, oesophagus, stomach, small intestine, spleen, thymus, pancreas, brain, eye, 
spinal cord, body wall, pelvis and lower limb. Adult tissues examined: liver, kidney, adrenal, myocardium, 
aorta, spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), hippocampus(rm), cerebellum(rm), penis, 
eye, bladder, stomach, gastric carcinoma, colon, colonic carcinoma and chondrosarcoma. Acetominophen 
induced liver injury and hepatic cirrhosis. 

35 
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(2) DNA30867-1335 (PRQ218) 

Low level expression over numerous epithelia including fetal small intestine, fetal thyroid, chimp gastric 
epithelium. Expression also seen over malignant cells in a renal cell carcinoma. Expression in fetal brain, over 
cortex. The distribution does not suggest an obvious function. Human fetal tissues examined (EI2-EI6 weeks) 
include: placenta, umbilical cord, liver, kidney, adrenals, thyroid, lungs,, heart, great vessels, oesophagus, 

5 stomach, small intestine, spleen, thymus, pancreas, brain, eye, spinal cord, body wall, pelvis and lower limb. 
Adult human tissues examined: kidney (normal and end-stage), bladder, adrenal, spleen, lymph node, pancreas, 
lung, skin, eye (inc. retina), colon, bladder, liver (normal, cirrhotic^ acute failure), heart, clear cell carcinoma 
of kidney, gastric adenocarcinoma, colorectal carcinoma. Non-human primate tissues examined: Chimp tissues: 
salivary gland, stomach, thyroid, parathyroid, tongue, thymus, ovary, lymph node, peripheral nerve. Rhesus 

10 Monkey tissues: cerebral cortex, hippocampus, cerebellum, penis. 

(3) DNA4O021-1154 (PRQ285) 

Low levels of expression observed in the placenta and over hematopoietic cells in the mouse fetal liver. 
No expression was detected in either human fetal, adult or chimp lymph node and no expression was detected 

15 in human fetal or human adult spleen. Fetal tissues examined (E12-E16 weeks} include: placenta, umbilical 
cord, liver, kidney, adrenals, thyroid, lungs, heart, great vessels, oesophagus, stomach, small intestine, spleen, 
thymus, pancreas, brain, eye, spinal cord, body wall, pelvis and lower limb. Adult tissues examined: liver, 
kidney, adrenal, myocardium, aorta, spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), 
hippocampus(rm), cerebellum(rm), brain infarct (human), cerebritis (humah),penis, eye, bladder, stomach, 

20 gastric carcinoma, colon, colonic carcinoma, thyroid (chimp), parathyroid (chimp) ovary (chimp) and 
chondrosarcoma. Acetominophen induced liver injury and hepatic cirrhosis. 

(4) DNA39523-U92 (PRQ273) 

Expression over epithelium of mouse embryo skin as well as over basal epithelium and dermis of human 
25 fetal skin!. Basal epithelial pegs of the squamous mucosa of the chimp tongue are also positive. Expression over 
a subset of cells in developing glomeruli of fetal kidney, adult renal tubules, and over "thyroidized" epithelium 
in end-stage renal disease, low expression in a renal cell carcinoma, probably over the epithelial cells. Low level 
expression over stromal cells in fetal lung. Expression over stromal cells in the apical portion of gastric glands. 
Higji expression in the lamina propria of the fetal small intestinal villi, normal colonic mucosa and over stromal 
30 cells in a colonic carcinoma. Strong expression over benign connective tissue cells in the hylanized stroma of 
a sarcoma. Expression over stromal cells in the placenta) villi and the splenic red pulp. In the brain; expression 
over cortical neurones. Connective tissue surrounding developing bones and over nerve sheath cells in the fetus . 
Fetal tissues examined (El 2-E 1 6 weeks) include: placenta, umbilical cord, liver, kidney, adrenals, thyroid, 
lungs, heart, great vessels, oesophagus, stomach, small intestine, spleen, thymus, pancreas, brain, eye, spinal 
35 cord, body wall, pelvis and lower limb. Adult tissues examined: liver; kidney, adrenal, myocardium, aorta, 
spleen, lymph node, pancreas, lung, skin, cerebral cortex (rm), hippocampus(rm), eye, stomach, gastric 
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carcinoma, colon, colonic carcinoma, thyroid (chimp), parathyroid (chimp) ovary (chimp) and chondrosarcoma. 
Acetominopheh induced liver injury and hepatic cirrhosis. 

Expression was present in many cells in the outer layers (I and II) of the monkey cerebral cortex. A 
small subset of cells in the deeper cortical layers also expressed mRNA for this chemokine homolog. Scattered 
cells within the molecular layers of the hippocampus and bordering the inner edge of the dentate gyrus contained 
5 chemokine homolog mRNA. No expression was detected within the cerebellar cortex. Chemokine homolog 
expression is not observed in infarcted brain, where cell death has occurred in the regions where the chemokine 
homolog normally is expressed. This probe could possibly serve as a marker of a subset of neurons of outer 
layers of the cerebral cortex and could possibly reveal neuronal migration disorders. Abnormal neuronal 
migration is a possible cause of some seizure disorders and schizophrenia. In order to gain a better appreciation 
10 of the distribution of this mRNA we will test whether the probe will cross-hybridize with mouse brain tissue. 

Also shows intriguing and specific patterns of hybridization within postnatal day (P) 10 and adult mouse 
brains. In one sagittal section of P10 mouse brain, strong signal was observed scattered within the molecular 
layer of the hippocampus and inner edges of the dentate gyrus. Cells in the presubieulum were moderately 
labeled; the signal extended in a strong band through outer layers of the retrosplenial cones to the occipital 
15 cortex, where the signal diminished to background levels. A small set of positive neurons were detected in 
deeper regions of P10 motor cortex; neurons in outer layers of P10 cortex did not exhibit signal above 
background levels. Moderate hybridization signal was also detected in the inferior colliculus. Chemokine 
homolog signal in the adult mouse brain was evaluated in three coronal sections at different levels. Strong signal 
was detected in the septum aid in scattered neurons in the pontine nuclei and motor root of the trigeminal nerve; 
20 moderate signal was seen in the molecular layers of the hippocampus and outer layers of the retrosplenial cortex . 

(5) DNA39979-1213 (PRQ296) 

Widespread expression in fetal in adult tissues. Expressed in a variety of fetal and adult epithelia, 
skeletal and cardiac muscle, developing (including retina) and adult CNS, thymic epithelium, placental villi, 
25 hepatocytes in cirrhotic and acetaminophen induced toxicity. Highly expressed in hypertrophic chondrocytes 
in developing skeletal system.The overall expression pattern, while not completely ovelapping (not expressed 
in glomeruli, more widely expressed in CNS), is not disimilar to VEGF. A possible role in angiogenesis should 
therefore be considered. Human fetal tissues examined (EI2-E16 weeks) include: placenta, umbilical cord, liver, 
kidney, adrenals, thyroid, Jungs, great vessels, stomach, small intestine, spleen, thymus, pancreas, brain, eye, 
30 spinal cord, body wall, pelvis, testis and lower limb. Adult human tissues examined: kidney (normal and end- 
stage), adrenal, spleen, lymph node, pancreas, lung, eye (inc. retina), bladder, liver {normal* cirrhotic, acute 
failure). Non-human primate tissues exarnined: Chimp tissues: adrenal. Rhesus Monkey tissues: cerebral 
cortex, hippocampus, cerebellum. 

35 
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(6) PNA52594-1270 (PRQ868) 

Expression over neuronal cells in fetal dorsal root ganglia, spinal cord, developing enteric neurons, 
cortical neurons. Low level expression also seen in placental trophoblast. In adult tissues the only site where 
notable expression was observed was the normal adult prostate; as such it may represent a possible prostate cell 
surface receptor target antigen. Studies to further characterize the expression in adult tissues seem warranted. 

' 5 Low level expression also observed in a liposarcoma. Fetal tissues examined (E12-E16 weeks) include: placenta, 
umbilical cord, liver, kidney, adrenals, thyroid, lungs, heart* great vessels, oesophagus, stomach, small intestine, 
spleen, thymus, pancreas, brain, eye, spinal cord, body wall, pelvis and lower limb. Adult human tissues 
examined: liver, kidney, adrenal, myocardium, aorta, spleen, lung, skin, chondrosarcoma, eye, stomach, gastric 
carcinoma, colon, colonic carcinoma, renal cell carcinoma, prostate, bladder mucosa and gall bladder. 

10 Acetaminophen induced liver injury and hepatic cirrhosis. Rhesus tissues examined: cerebral cortex (rm), 
hippocampus(rm), cerebellum. Chimp tissues examined: thyroid, parathyroid, ovary, nerve, tongue, thymus, 
adrenal, gastric mucosa and salivary gland. WIG-1(WISP-1), WIG-2 (WISP-2) and WIG-5 (WISP-3) expression 
in human breast carcinoma and normal breast tissue, Wig-2 in lung carcinoma, and Wig-5 in colon carcinoma. 

15 (7) DNA64907-1163 (PRO1330) 

In human fetal tissues there was strong specific expression over artrerial, venous, capillary and 
sinusoidal endothelium in all tissues examined, except for fetal brain. In normal adult tissues expression was 
low to absent, but when present appeared expression was confined to the vasculature. Highest expression in 
adult tissues was observed regionally in vessels running within the white matter of rhesus brain - the significance 

20 of this pattern is unclear. Elevated expression observed in vasculature of many inflamed and diseased tissues, 
including tumor vasculature. In some of these tissues it was unclear if expression was soley confined to vascular 
endothelium. In the 15 lung tumors examined no expression was seen over the malignant epithelium, however, 
vascular expression was observed in many of the tumors and adjacent lung tissue. Moderate, apparently non- 
specific background, was seen with this probe over hyalinised collagen and sites of tissue necrosis. In the 

25 abscence of a sense control, however, it is not possible to be absolutely certain that all of this signal is non- 
specific. Some signal, also thought to be non-specific, was seen over the chimp gastric mucosa, transitional cell 
epithelium of human adult bladder and fetal retina. 

(8) DNA49624-1279 (PRQ545) 

30 Expression of the ADAM family molecule, ADAM 12 (DNA49624-1279) observed in normal human 

lung, lung tumor, normal colon and colon carcinoma. 

(9) DNA59294 -1381 (PRO1031) 

The expression of this IL17 homologue was evaluated in a panel consisting of normal adult and fetal 
35 tissues and tissues with inflammation, predominantly chronic lymphocytic inflammation. This panel is designed 
to specifically evaluate the expression pattern in immune mediated inflammatory disease of novel proteins that 
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modulate T lymphocyte function (stimulatory or inhibitory). This protein when expressed as an Ig-fusion protein 
was immunostimulatory in a dose dependent fashion in the human mixed lymphocyte reaction (MLR); it caused 
a 285% and 147% increase above the baseline stimulation index when utilized at two different concentrations 
(1.0% and 0.1% of a 560 nM stock). Summary: expression was restricted to muscle, certain types of smooth 
muscle in the adult and in skeletal and smooth muscle in the human fetus. Expression in adult human was in 
smooth muscle of tubular organs evaluated including colon and gall bladder. There no expression in the smooth 
muscle of vessels or bronchi. No adult human skeletal muscle was evaluated. In fetal tissues there was moderate 
to high diffuse expression in skeletal muscle the axial skeleton and limbs. There was weak expression in the 
smooth muscle of the intestinal wall but no expression in cardiac muscle. Adult human tissues with expression: 
Colon, there was low level diffuse expression in the smooth muscle (tunica muscularis) in 5 specimens with 
chronic inflammatory bowel disease. Gall bladder: there was weak to low level expression.in the smooth muscle 
of the gall bladder. Fetal human tissues with expression: there was moderate diffuse expression in skeletal 
muscle and weak tolow expression in smooth muscle; there was no expression in fetal heart or any other fetal 
organ including liver, spleen, CNS, kidney, gut, lung. Human tissues with no expression: lung with chronic 
granulomatous inflammation and chronic bronchitis (5 patients), peripheral nerve, prostate, heart, placenta, liver 
(disease multiblock), brain (cerbrum and cerebellum), tonsil (reactive hyperplasia), peripheral lymph node, 
thymus. 

(10) DNA45416-1251 (PRQ362) 

the expression of this novel protein was evaluated in a variety of human and non-human primate tissues 
and was found to be highly restricted. Expression was present only in alveolar macrophages in the lung and in 
Kupffer cells of the hepatic sinusoids. Expression in these cells was significantly increased when these distinct 
cell populations were activated. Though these two subpopulations of tissue macrophages are located in different 
organs, they have similar biological functions. Both types of these phagocytes act as biological filters to remove 
material from the blood stream or airways including pathogens, senescent ceils and proteins and both are capable 
of secreting a wide variety of important proinflammatory cytokines. In inflamed lung (7 patient samples) 
expression was prominent in reactive alveolar macrophage cell populations defined as large, pale often 
vacuolated cells present singly or in aggregates within alveoli and was weak to negative in normal, non-reactive 
macrophages (single scattered cells of normal size). Expression in alveolar macrophages was increased during 
inflammation when these cells were both increased in numbers and size (activated). Despite the presence of 
histocytes in areas of interstial inflammtioh and peribronchial lymphoid hyperplasia in these tissues, expression 
was restricted to alveolar macrophages. Many of the inflamed lungs also had some degree of suppurative 
inflammation; expression was not present in neutrophilic granulocytes. In liver, there was strong expression in 
reactive/activated Kupffer cells in livers with acute centrilobular necrosis (acetominophen toxicity) or fairly 
marked periportal inflammtion. However there was weak or no expression in Kupffer cells in normal liver or 
in liver with only mild inflammation or mild to moderate lobular hyperplasia/bypertrophy . Thus, as in the lung, 
there was increased expression in acivated/reative cells. There was no expression of this molecule in 
histiocytes/macropahges present in inflamed bowel, hyperplastic/reactive tonsil or normal lymph node. The lack 
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of expression in these tissues which all contained histiocytic inflammation or resident macrophage populations 
strongly supports restricted expression to the unique macrophage subset populations defined as alveolar 
macrophage and hepatic Kupffer cells. Spleen or bone marrow was not available for evaluation. Human tissues 
evaluated which had no detectable expression included: Inflammatory bowel disease (7 patient samples with 
moderate to severe disease), tonsil with reactive hyperplasia, peripheral lymphnode, psoriatic skin (2 patient 
5 samples with mild to moderate disease), heart , peripheral nerve . Chimp tissues evaluated which had no detectable 
expression included: tongue, stomach, thymus. 

(11) DNA52196-1348 (PRQ733) 

Generalized low level signal in many tissues and in many cell types. While endothelial cell expression 

10 was observed it was not a prominent feature in either fetal, normal or diseased tissues. Human tissues: moderate 
expression over fetal liver (mainly hepatocytes), lung, skin, adrenal and heart. Fetal spleen, small intestine, brain 
and eye are negative. Adult normal kidney, bladder epithelium, lung, adrenal, pancreas, skin - all negative. 
Expression in adult human liver (normal and diseased), renal tubules in end-stage renal disease, adipose tissue, 
sarconia, colon, renal cell carcinoma, hepatocellular carcinoma, squamous cell carcinoma. Non human primate 

15 tissues: chimp salivary gland, vessels, stomach, tongue, peripheral nerve, thymus, lymph node, thyroid and 
parathyroid. Rhesus spinal cord negative, cortical and hippocampal neurones positive. 
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Deposit of Material 

The following materials have been deposited with the American Type Culture Collection, 12301 
Parklawn Drive, Rockville, MD, USA (ATCC): 



Material 

DNA39987-1184 
DNA40625-1189 
DNA23318-1211 
DNA39979-1213 
DNA40594-1233 
DNA45416-1251 
DNA45419-1252 
DNA52594-1270 
DNA45234-1277 
DNA49624-1279 
DNA48309-I280 
DNA46776-1284 
DNA50980-1286 
DNA509I3-1287 
DNA50914-1289 
DNA48296-1292 
DNA32284-1307 
DNA36343-1310 
DNA40571-1315 
DNA41386-1316 
DNA44194-1317 
DNA45415-1318 



ATCC Dep. No. 



ATCC 209786 
ATCC 209788 
ATCC 209787 
ATCC 209789 
ATCC 209617 
ATCC 209620 
ATCC 209616 
ATCC 209679 
ATCC 209654 
ATCC 209655 
ATCC 209656 
ATCC 209721 
ATCC 209717 
ATCC 209716 
ATCC 209722 
ATCC 209668 
ATCC 209670 
ATCC 209718 
ATCC209784 
ATCC 209703 
ATCC 209808 
ATCC 209810 



Deposit Date 



April 21, 1998 
April 21, 1998 
April 21, 1998 
April 21, 1998 
Februarys, 1998 
February 5, 1998 
February 5, 1998 
March 17, 1998 
March 5, 1998 
March 5, 1998 
March 5, 1998 
March 31, 1998 
March 31, 1998 
March 31, 1998 
March 31, 1998 
March 11, 1998 
March 11, 1998 
March31, 1998 
April 21, 1998 
March 26, 1998 
April 28; 1998 
April 28, 1998 
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DNA44189-I322 
DNA48304-1323 
DNA49152-1324 
DNA49646-1327 
DNA4963 1-1328 
5 DNA49645-1347 
DNA45493-1349 
DNA48227-1350 
DNA4 1404- 1352 
DNA44196-1353 

10 DNA52187-1354 
DNA48328-1355 
DNA56352-1358 
DNA53971-1359 
DNA50919-1361 

15 DNA44179-1362 
DNA54002-1367 
DNA53906-1368 
DNA52185-1370 
DNA53977-1371 

20 DNA57253-1382 
DNA58847-1383 
DNA58747-1384 
DNA57689-1385 
DNA23330-1390 

25 DNA26847-1395 
DNA53974-1401 
DNA57039-1402 
DNA57033-1403 
DNA34353-1428 

30 DNA45417-1432 
DNA39523-1192 
DNA44205-1285 
DNA50911-1288 
DNA48329-1290 

35 DNA48306-1291 
DNA48336-1309 
DNA44184-1319 
DNA48314-1320 
DNA48333-1321 

40 DNA50920rl325 
DNA50988-1326 
DNA4833 1-1329 
DNA30867-1335 
DNA55737-1345 

45 DNA49829-1346 
DNA52196-1348 
DNA56965-I356 
DNA56405-1357 
DNA57530-1375 

50 DNA56439-1376 
DNA56409-1377 
DNA561 12-1379: 
DNA56045-I380 
DNA59294-1381 



ATCC 209699 
ATCC2098M 
ATCC 209813 
ATCC 209705 
ATCC 209806 
ATCC 209809 
ATCC 209805 
ATCC 209812 
ATCC 209844 
ATCC 209847 
ATCC 209845 
ATCC 209843 
ATCC 209846 
ATCC 209750 
ATCC 209848 
ATCC 209851 
ATCC 209754 
ATCC 209747 
ATCC 209861 
ATCC 209862 
ATCC 209867 
ATCC 209879 
ATCC 209868 
ATCC 209869 
ATCC 209775 
ATCC 209772 
ATCC 209774 
ATCC 209777 
ATCC 209905 
ATCC 209855 
ATCC 209910 
ATCC 209424 
ATCC 209720 
ATCC 209714 
ATCC 209785 
ATCC 209911 
ATCC 209669 
ATCC 209704 
ATCC 209702 
ATCC 209701 
ATCC 209700 
ATCC 209814 
ATCC 20971$ 
ATCC 209807 
ATCC 209753 
ATCC 209749 
ATCC 209748 
ATCC 209842 
ATCC 20984? 
ATCC 209880 
ATCC 209864 
ATCC 209882 
ATCC 209883 
ATCC 209865 
ATCC 209866 



March 26, 1998 
April 28, 1998 
April 28, 1998 
March 26, 1998 
April 28, 1998 
April 28, 1998 
April 28, 1998 
April 28, 1998 
May 6, 1998 
May 6, 1998 
May 6, 1998 
May 6, 1998 
May 6, 1998 
April 7, 1998 
May 6, 1998 
May 6. 1998 
April 7, 1998 
April 7, 1998 
May 14, 1998 
May 14, 1998 
May 14, 1998 
May 20, 1998 
May 14, 1998 
May 14, 1998 
April 14, 1998 
April 14, 1998 
April 14, 1998 
April 14, 1998 
May 27, 1998 
May 12, 1998 
May 27, 1998 
October 31, 1997 
March 31, 1998 
March 31, 1998 
April 21, 1998 
May 27, 1998 
March 11, 1998 
March 26, 1998 
March 26, 1998 
March 26, 1998 
March 26, 1998 
April 28, 1998 
March 31, 1998 
April 28, 1998 
April 7, 1998 
April 7, 1998 
April 7, 1998 
May 6; 1998 
May 6, 1998 
May 20, 1998 
May 14, 1998 
May 20, 1998 
May 20, 1998 
May 14, 1998 
May 14, 1998 
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DNA56433-1406 


ATCC 209857 


May 12, 1998 




DNA53912-1457 


ATCC 209870 


May 14, 1998 




DNA5092I-1458 


ATCC 209859 


May 12, 1998 




DNA2910M122 


ATCC 209653 


March 5, 1998 




DNA4002 1-1154 


ATCC 209389 


October 17, 1997 


5 


DNA42663-U54 


ATCC 209386 


October 17, 1997 




DNA30943-M 163-1 


ATCC 209791 


April 21, 1998 




DNA64907-1163-1 


ATCC 203242 


September 9, 1998 




DNA64908-1 163-1 


ATCC 203243 


September 9, 1998 




DNA39975-1210 


ATCC 209783 


April 21, 1998 


10 


DNA43316-1237 


ATCC 209487 


November 21, 1997 




DNA55800-1263 


ATCC 209680 


March 17, 1998 



These deposit were made under the provisions of the Budapest Treaty on the International Recognition 
of the Deposit of Microorganisms for the Purpose of Patent Procedure and the Regulations thereunder (Budapest 

15 Treaty). This assures maintenance of a viable culture of the deposit for 30 years from the date of deposit. The 
deposits will be made available by ATCC under the terms of the Budapest Treaty, and subject to an agreement \ 
between Genentech, Inc. and ATCC, which assures permanent and unrestricted availability of the progeny of 
the culture of the deposit to the public upon issuance of the pertinent U.S. patent or upon laying open to the 
public of any U.S. or foreign patent application, whichever comes first, and assures availability of the progeny 

20 to one determined by the U.S. Commissioner of Patents and Trademarks to be entitled thereto according to 35 
USC § 122 and the Commissioner's rules pursuant thereto (including 37 CFR § 1.14 with particular reference 
to 886 OG 638). 

The assignee of the present application has agreed that if a culture of the materials on deposit should 
die or be lost or destroyed when cultivated under suitable conditions, the materials will be promptly replaced on 

25 notification with another of the same. Availability of the deposited material is not to be construed as a license 
to practice the invention in contravention of the rights granted under the authority of any government in 
accordance with its patent laws. 

The foregoing written specification is considered to be sufficient to enable one skilled in the art to 
practice the invention. The present invention is not to be limited in scope by the construct deposited, since the 

30 deposited embodiment is intended as a single illustration of certain aspects of the invention and any constructs 
that are functionally equivalent are within the scope of this invention. The deposit of material herein does not 
constitute an admission that the written description herein contained is inadequate to enable the practice of any 
aspect of the invention, including the best mode thereof, nor is it to be construed as limiting the scope of the 
claims to the specific illustrations that it represents. Indeed, various modifications of the invention in addition 

35 to those shown and described herein will become apparent to those skilled in the art from the foregoing 
description and fall within the scope of the appended claims. 
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WHAT IS CLAIMED IS: 

1. Isolated nucleic acid having at least 80% sequence identity to a nucleotide sequence that 
encodes a polypeptide comprising an amino acid sequence selected from the group consisting of the amino acid 
sequence shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ ID 1*0:7), Figure 9 (SEQ ID NO: 19), Figure 1 1 
(SEQ ID N0.28), Figure 15 (SEQ ID NO:36), Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 

5 24 (SEQ ID NO:59), Figure 26 (SEQ ID NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), 
Figure 33 (SEQ ID NO:85), Figure 35 (SEQ ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID 
NO: 102), Figure 4 1 (SEQ ID NO: 109), Figure 43 (SEQ ID NO: 1 14), Figure 45 (SEQ ID NO: 119), Figure 47 
(SEQ ID NO:124), Figure 49 (SEQ ID NO:132), Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NO:145), 
Figure 55 (SEQ ID NO: 150), Figure 59 (SEQ ID NO:157), Figure 61 (SEQ ID NO:162), Figure 63 (SEQ ID 

10 NO: 169), Figure 66 (SEQ ID NO: 178), Figure 68 (SEQ ID NO: 183), Figure 70 (SEQ ID NO: 190), Figure 73 
(SEQ ID NO:196), Figure 75 (SEQ ID NO:206), Figure 77 (SEQ ID NO:21 1), Figure 79 (SEQ ID NO:216), 
Figure 81 (SEQ IP NO:221), Figure 83 (SEQ ID NO:226), Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID 
NO:236), Figure 89 (SEQ ID NO:245), Figure 91 (SEQ ID NO:254), Figure 93 (SEQ ID NO:259), Figure 95 
(SEQ ID NO:264), Figure 98 (SEQ ID NO:270), Figure 109 (SEQ ID NO:284), Figure 1 1 8 (SEQ ID NO:296), 

15 Figure 120 (SEQ ID NO:301), Figure 122 (SEQ ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ 
ID NO:322), Figure 132 (SEQ ID NO:330), Figure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346), 
Figure 142 (SEQ ID NO:352), Figure 145 (SEQ ID NO:358) f Figure 147 (SEQ ID NO:363), Figure 149 (SEQ 
ID NO:370), Figure 151 (SEQ ID NO:375), Figure 153 (SEQ ID NO:380), Figure 155 (SEQ ID NO:385), 
Figure 157 (SEQ ID NO:390), Figure 159 (SEQ ID NO:395), Figure 161 (SEQ ID NO :400), Figure 163 (SEQ 

20 ID NO:405), Figure 165 (SEQ ID NO:4I0), Figure 167 (SEQ ID NQ:415), Figure 169 (SEQ ID NO:420), 
Figure 171 (SEQ ID NO:425), Figure 173 (SEQ ID NO;430) t Figure 177 (SEQ ID NO:437), Figure 179 (SEQ 
ID NO:442). Figure 181 (SEQ ID NO:447), Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), 
Figure 187 (SEQ ID NO:456), Figure 190 (SEQ ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ 
ID NO:466), Figure 196 (SEQ ID NO:468), Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), 

25 Figure 202 (SEQ ID NO:477), Figure 204 (SEQ ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ 
ID NO:496), Figure 21 1 (SEQ ID NO:498), Figure 213 (SEQ ID NO:5Q6), Figure 215 (SEQ ID NO:508), 
Figure 217 (SEQ ID NO:510), Figure 219 (SEQ ID NO:515), Figure 222 (SEQ ID NO:523) and Figure 225 
(SEQ ID NO:526). 

30 2. The nucleic acid sequence of Claim 1, wherein said nucleotide sequence comprises a nucleotide 

sequence selected from the group consisting of the sequence shown in Figure 1 (SEQ ID NO: 1), Figure 3 (SEQ 
ID NO:6), Figure 8 (SEQ ID NO: 1 8), Figure 10 (SEQ ID NO:27), Figure 14 (SEQ ID NO:35), Figure 19 (SEQ 
ID NO:44), Figure 21 (SEQ ID NO:51), Figure 23 (SEQ ID NO:58), Figure 25 (SEQ ID NO:63), Figure 27 
(SEQ ID NO:68), Figure 29 (SEQ ID NO:73), Figure 32 (SEQ ID NO:84), Figure 34 (SEQ ID NO:89), Figure 

35 36 (SEQ ID NO;96), Figure 38 (SEQ ID NO: 101), Figure 40 (SEQ ID NO: 108), Figure 42 (SEQ ID NO: 113), 
Figure 44 (SEQ ID N0:1I8), Figure 46 (SEQ ID NO:123), Figure 48 (SEQ ID NO:131), Figure 50 (SEQ ID 
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NO: 136), Figure 52 (SEQ ID NO: 144), Figure 54 (SEQ ID NO: 149), Figure 58 (SEQ ID NO: 156), Figure 60 
(SEQ ID NO:161), Figure 62 (SEQ ID NO:168), Figure 65 (SEQ ID NO:I77), Figure 67 (SEQ ID NO:182), 
Figure 69 (SEQ ID NO: 189), Figure 72 (SEQ ID NO: 195), Figure 74 (SEQ ID NO:205), Figure 76 (SEQ ID 
NO:210), Figure 78 (SEQ ID NO:215), Figure 80 (SEQ ID NO:220), Figure 82 (SEQ ID NO:225), Figure 84 
(SEQ ID NO:230), Figure 86 (SEQ ID NO:235), Figure 88 (SEQ ID NO:244), Figure 90 (SEQ ID NO:253), 

5 Figure 92 (SEQ ID NO:258), Figure 94 (SEQ ID NO:263), Figure 97 (SEQ ID NO:269), Figure 108 (SEQ ID 
NO:283), Figure 1 17 (SEQ ID NO:295), Figure 1 19 (SEQ ID NO:300) f Figure 121 (SEQ ID NO:302), Figure 
124 (SEQ ID NO:308), Figure 128 (SEQ ID NO:321), Figure 131 (SEQ ID NO:329), Figure 135 (SEQ ID 
NO:336), Figure 138 (SEQ ID NO:345), Figure 141 (SEQ ID NO:351), Figure 144 (SEQ ID NO:357), Figure 
146 (SEQ ID NO:362), Figure 148 (SEQ ID NO:369X Figure 150 (SEQ ID NO:374), Figure 152 (SEQ ID 

10 NO:379), Figure 154 (SEQ ID NO:384), Figure 156 (SEQ ID NO:389), Figure 158 (SEQ ID NO:394), Figure 
160 (SEQ ID NO:399), Figure 162 (SEQ ID NO:404), Figure 164 (SEQ ID NO:409), Figure 166 (SEQ ID 
NO:414), Figure 168 (SEQ ID NO:419), Figure 170 (SEQ ID NO:424), Figure 172 (SEQ ID NO:429), Figure 
176 (SEQ ID NO:436), Figure 178 (SEQ ID NO:441), Figure 180 (SEQ ID NO:446), Figure 182 (SEQ ID 
NO:451), Figure 184 (SEQ ID NO:453), Figure 186(SEQ IDNO:455), Figure 189 (SEQ ID NO:458), Figure 

15 191 (SEQ ID NO:463), Figure 193 (SEQ ID NO:465), Figure 195 (SEQ ID NO:467), Figure 197 (SEQ ID 
NO:469), Figure 199 (SEQ ID NO:47 1), Figure 201 (SEQ ID NO:476), Figure 203 (SEQ ID NO:482), Figure 
206 (SEQ ID NO:487), Figure 208 (SEQ ID NO:495), Figure 210 (SEQ ID NO:497), Figure 212 (SEQ ID 
NO:505), Figure 214 (SEQ ID NO:507), Figure 216 (SEQ ID NO.509), Figure 218 (SEQ ID NO:514), Figure 
221 (SEQ ID NO:522) and Figure 224 (SEQ ID NO:525). 

20 

3. The nucleic acid of Claim 1 , wherein said nucleotide sequence comprises a nucleotide sequence 
selected from the group consisting of the full-length coding sequence of the sequence shown in Figure 1 (SEQ 
ID NO:l), Figure 3 (SEQ ID NO:6), Figure 8 (SEQ ID NO: 18), Figure 10 (SEQ ID NO:27), Figure 14 (SEQ 
ID NO:35), Figure 19 (SEQ ID NO:44), Figure 21 (SEQ ID NO:51). Figure 23 (SEQ ID NO:58), Figure 25 

25 (SEQ ID NO:63), Figure 27 (SEQ ID NO:68), Figure 29 (SEQ ID NO:73), Figure 32 (SEQ ID NO:84), Figure 
34 (SEQ ID NO:89) ( Figure 36 (SEQ ID NO:96f), Figure 38 (SEQ ID NO:10I), Figure 40 (SEQ ID NO.108), 
Figure 42 (SEQ IP NO: 113), Figure 44 (SEQ ID NO: 1 18), Figure 46 (SEQ ID NO: 123), Figure 48 (SEQ ID 
Nb:131) t Figure 50 (SEQ ID NO: 136), Figure 52 (SEQ ID NO: 144), Figure 54 (SEQ ID NO: 149), Figure 58 
(SEQ ID NO: 156), Figure 60 (SEQ ID NO: 161), Figure 62 (SEQ ID NO: 168), Figure 65 (SEQ ID NO: 177), 

30 Figure 67 (SEQ ID NO: 182), Figure 69 (SEQ ID NO: 189), Figure 72 (SEQ ID NO:195), Figure 74 (SEQ ID 
NO:205), Figure 76 (SEQ ID NO:210), Figure 78 (SEQ ID NO:215), Figure 80 (SEQ ID NO:220), Figure 82 
(SEQ ID NO:225), Figure 84 (SEQ ID NO:230), Figure 86 (SEQ ID NO:235) t Figure 88 (SEQ ID NO:244), 
Figure 90 (SEQ ID NO:253), Figure 92 (SEQ ID NO:258), Figure 94 (SEQ ID NO:263), Figure 97 (SEQ ID 
NO:269), Figure 108 (SEQ ID NO:283), Figure 1 17 (SEQ ID NO:295), Figure 1 19 (SEQ ID NO:300), Figure 

35 121 (SEQ ID NO:302), Figure 124 (SEQ ID NO:308), Figure 128 (SEQ ID NO:321), Figure 131 (SEQ ID 
NO:329), Figure 135 (SEQ ID NO:336), Figure 138 (SEQ ID NO:345), Figure 141 (SEQ ID NO:351), Figure 
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144 (SEQ ID NO:357), Figure 146 (SEQ ID 140:362), Figure 148 (SEQ ID NO:369), Figure 150 (SEQ ID 
NO:374), Figure 152 (SEQ ID NO:379), Figure 154 (SEQ ID NO:384) f Figure 156 (SEQ ID NO:389), Figure 
158 (SEQ ID NO:394), Figure 160 (SEQ ID NO:399), Figure 162 (SEQ ID NO:404), Figure 164 (SEQ ID 
NO:409). Figure 166 (SEQ ID NO:414), Figure 168 (SEQ ID NO:419), Figure 170 (SEQ ID NO:424), Figure 
172 (SEQ ID NO:429), Figure 176 (SEQ ID NO:436), Figure 178 (SEQ ID NO:441), Figure 180 (SEQ ID 
5 NO:446), Figure 182 (SEQ ID NO:451), Figure 184 (SEQ ID NO:453), Figure 186 (SEQ ID NO:455), Figure 
189 (SEQ ID NO:458), Figure 191 (SEQ ID NO:463), Figure 193 (SEQ ID NO:465), Figure 195 (SEQ ID 
NO:467), Figure 197 (SEQ ID NO:469), Figure 199 (SEQ ID NO:47i), Figure 201 (SEQ ID NO:476), Figure 
203 (SEQ ID NO:482) t Figure 206 (SEQ ID NO:487), Figure 208 (SEQ ID NO:495), Figure 210 (SEQ ID 
NO:497), Figure 212 (SEQ ID NO:505), Figure 214 (SEQ ID NO:507), Figure 216 (SEQ ID NO:509), Figure 
10 218 (SEQ ID NO:514), Figure 221 (SEQ ID NO:522) or Figure 224 (SEQ ID NO:525). 

4 . Isolated nucleic acid which comprises the full-length coding sequence of the DN A deposited 
under accession number ATCC 209791 , ATCC 209786, ATCC 209788, ATCC 209787, ATCC 2097891 ATCC 
209617, ATCC 209620, ATCC209616, ATCC209679, ATCC209654, ATCC 209655. ATCC 209656, ATCC 

15 209721, ATCC209717, ATCC 209716, ATCC 209722, ATCC209668, ATCC209670, ATCC209718, ATCC 
209784, ATCC 209703, ATCC 209808, ATCC 209810, ATCC 209699, ATCC 20981 1 , ATCC 209813, ATCC 
209705, ATCC 209806, ATCC 209809, ATCC 209805, ATCC 209812, ATCC 209844, ATCC 209847, ATCC 
209845, ATCC 209843, ATCC 209846, ATCC 209750, ATCC 209848, ATCC 209851, ATCC 209754, ATCC. 
209747, ATCC 209861 , ATCC 209862, ATCC 209867, ATCC 209879, ATCC 209868, ATCC 209869, ATCC 

20 209775, ATCC 209772, ATCC 209774, ATCC 209777, ATCC 209905, ATCC 209855, ATCC 209910, ATCC 
209424, ATCC 209720, ATCC 209714, ATCC 209785, ATCC 20991 1 , ATCC 209669, ATCC 209704, ATCC 
209702, ATCC 209701, ATCC 209700, ATCC209814, ATCC 209715, ATCC209807, ATCC 209753, ATCC 
209749, ATCC 209748, ATCC 209842, ATCC 209849, ATCC 209880, ATCC 209864, ATCC 209882, ATCC 
209883, ATCC 209865, ATCC 209866, ATCC 209857, ATCC 209870, ATCC 209859, ATCC 209653, ATCC 

25 209389, ATCC 209386, ATCC 203242, ATCC 203243, ATCC 209783, ATCC 209487 or ATCC 209680. 

5. A vector comprising the nucleic acid of Claim 1 . 

6. The vector of Claim 5 operably linked to control sequences recognized by a host cell 
30 transformed with the vector. 

7. A host cell comprising the vector of Claim 5. 

* 

8. The host cell of Claim 7 wherein said cell is a CHO cell. 

35 

9. The host eel! of Claim 7 wherein said cell is an E. coli. 
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10. The host cell of Claim 7 wherein said cell is a yeast cell. 

11. A process for producing a PRO polypeptides comprising culruring the host cell of Claim 7 
under conditions suitable for expression of said PRO polypeptide and recovering said PRO polypeptide from the 
cell culture. 

5 

12. Isolated native sequence PRO polypeptide having at least 80% sequence identity to ah amino 
acid sequence selected from the group consisting of the amino acid sequence shown in Figure 2 (SEQ ID NO:2), 
Figure 4 (SEQ ID NO:7), Figure 9 (SEQ ID NO: 19^ Figure II (SEQ ID NO:28), Figure 15(SEQID NO:36), 
Figure 20 (SEQ ID NO:45), Figure 22 (SEQ ID NO:52), Figure 24 (SEQ ID NO:59), Figure 26 (SEQ ID 

10 NO:64), Figure 28 (SEQ ID NO:69), Figure 30 (SEQ ID NO:74), Figure 33 (SEQ ID NO:85), Figure 35 (SEQ 
ID NO:90), Figure 37 (SEQ ID NO:97), Figure 39 (SEQ ID NO: 102), Figure 41 (SEQ ID NO: 109), Figure 
43 (SEQ ID NO: 1 14), Figure 45 (SEQ ID NO: 1 19), Figure 47 (SEQ ID NO: 124), Figure 49 (SEQ ID NO: 132), 
Figure 51 (SEQ ID NO:137), Figure 53 (SEQ ID NO: 145), Figure 55 (SEQ ID NO:150), Figure 59 (SEQ ID 
NO: 157), Figure 61 (SEQ ID NO: 162), Figure 63 (SEQ ID NO: 169), Figure 66 (SEQ ID NO: 178), Figure 68 

15 (SEQ ID NO: 1 83), Figure 70 (SEQ ID NO: 190), Figure 73 (SEQ ID NO: 196), Figure 75 (SEQ ID NO:206), 
Figure 77 (SEQ ID NO:21 1), Figure 79 (SEQ ID NO:2l6), Figure 81 (SEQ ID NO:221), Figure 83 (SEQ ID 
NO:226), Figure 85 (SEQ ID NO:231), Figure 87 (SEQ ID NO:236), Figure 89 (SEQ ID NO:245), Figure 91 
(SEQ ID NO:254), Figure 93 (SEQ ID NO:259), Figure 95 (SEQ ID NO:264), Figure 98 (SEQ ID NO:270), 
Figure 109 (SEQ ID NO:284), Figure 1 18 (SEQ ID NO:296), Figure 120 (SEQ ID NO:301). Figure 122 (SEQ 

20 ID NO:303), Figure 125 (SEQ ID NO:309), Figure 129 (SEQ ID NO:322), Figure 132 (SEQ ID NO:330), 
Figure 136 (SEQ ID NO:337), Figure 139 (SEQ ID NO:346), Figure 142 (SEQ ID NO:352), Figure 145 (SEQ 
ID NO:358), Figure 147 (SEQ ID NO:363), Figure 149 (SEQ ID NO:370), Figure 151 (SEQ ID NO:375), 
Figure 153 (SEQ ID NO: 380), Figure 155 (SEQ ID NO:385), Figure 157 (SEQ ID NO:390), Figure 159 (SEQ 
ID NO:395), Figure 161 (SEQ ID NO:400), Figure 163 (SEQ ID NO:405), Figure 165 (SEQ ID NO:410), 

25 Figure 167 (SEQ ID NO:415), Figure 169 (SEQ ID NO:420), Figure 171 (SEQ ID NO:425), Figure 173 (SEQ 
ID NO:430), Figure 177 (SEQ ID NO:437), Figure 179 (SEQ ID NO:442), Figure 181 (SEQ ID NO:447), 
Figure 183 (SEQ ID NO:452), Figure 185 (SEQ ID NO:454), Figure 187 (SEQ ID NO 456), Figure 190 (SEQ 
ID NO:459), Figure 192 (SEQ ID NO:464), Figure 194 (SEQ ID NO:466), Figure 196 (SEQ ID NO:468), 
Figure 198 (SEQ ID NO:470), Figure 200 (SEQ ID NO:472), Figure 202 (SEQ ID NO:477), Figure 204 (SEQ 

30 ID NO:483), Figure 207 (SEQ ID NO:488), Figure 209 (SEQ ID NO:496), Figure 211 (SEQ ID NO:498), 
Figure 213 (SEQ ID NO:506), Figure 215 (SEQ ID NO:508), Figure 217 (SEQ ID NO:510), Figure 219 (SEQ 
ID NO:515), Figure 222 (SEQ ID NO:523) and Figure 225 (SEQ ID NO:526), 

13. Isolated PRO polypeptide having at least 80% sequence identity to the amino acid sequence 
35 encoded by the nucleotide deposited under accession number ATCC 209791 , ATCC 209786, ATCC 209788, 

ATCC 209787, ATCC 209789, ATCC 209617, ATCC 209620, ATCC 209616, ATCC 209679, ATCC 209654, 
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ATCC 209655, ATCC 209656, ATCC 209721 , ATCC 209717, ATCC 209716, ATCC 209722, ATCC 209668, 
ATCC 209670, ATCC 2097 1 8, ATCC 209784 , ATCC 209703, ATCC 209808, ATCC 2098 1 0, ATCC 209699, 
ATCC 20981 1 , ATCC 209813, ATCC 209705, ATCC 209806, ATCC 209809, ATCC 209805, ATCC 209812, 
ATCC 209844, ATCC 209847, ATCC 209845, ATCC 209843, ATCC 209846, ATCC 209750, ATCC 209848, 
ATCC 209851 , ATCC 209754, ATCC 209747, ATCC 209861 , ATCC 209862, ATCC 209867, ATCC 209879, 

5 ATCC 209868, ATCC 209869, ATCC 209775, ATCC 209772, ATCC 209774, ATCC 209777, ATCC 209905, 
ATCC 209855, ATCC 209910, ATCC 209424, ATCC 209720, ATCC 209714, ATCC 209785, ATCC 20991 1 , 
ATCC 209669, ATCC 209704, ATCC 209702, ATCC 209701 , ATCC 209700, ATCC 209814, ATCC 209715, 
ATCC 209807, ATCC 209753, ATCC 209749, ATCC 209748, ATCC 209842, ATCC 209849, ATCC 209880, 
ATCC 209864, ATCC 209882, ATCC 209883, ATCC 209865, ATCC 209866, ATCC 209857, ATCC 209870, 

10 ATCC 209859, ATCC 209653, ATCC 209389, ATCC 209386, ATCC 203242, ATCC 203243, ATCC 209783, 
ATCC 209487 or ATCC 209680. 

14. A chimeric molecule comprising a polypeptide according to Claim 12 fused to a heterologous 
amino acid sequence. 

15 

. 15. The chimeric molecule of Claim 14 wherein said heterologous amino acid sequence is an 
epitope tag sequence. 

16. The chimeric molecule of Claim 14 wherein said heterologous amino acid sequence is a Fc 
20 region of an immunoglobulin. 

17. An antibody which specifically binds to a PRO polypeptide according to Claim 12. 

» 

18. The antibody of Claim 17 wherein said antibody is a monoclonal antibody. 

25 

19. An isolated nucleic acid molecule which has at least 80% sequence identity to a nucleic acid 
which comprises a nucleotide sequence selected from the group consisting of that shown in Figure 5 (SEQ ID 
NO:8), Figure 6 (SEQ ID NO: 9), Figure 7 (SEQ ID NO:10), Figure 12 (SEQ ID NO:29), Figure 13 (SEQ ID 
NO:30), Figure 16 (SEQ ID NO:37), Figure 17 (SEQ ID NO:38), Figure 18 (SEQ ID NO:39), Figure 3 1 (SEQ 

30 ID NO:75), Figure 64 (SEQ ID NO:170), Figure 71 (SEQ ID NO:191), Figure 96 (SEQ ID NO;265), Figure 
99 (SEQ ID NO:271), Figure 100 (SEQ ID NO:272), Figure 101 (SEQ ID NO:273), Figure 102 (SEQ ID 
NO:274), Figure 103 (SEQ ID NO:275), Figure 104 (SEQ ID NO:276), Figure 105 (SEQ ID NO:277), Figure 
106 (SEQ ID NO:278), Figure 107 (SEQ ID NO:279), Figure 110 (SEQ ID NO:285), Figure 111 (SEQ ID 
NO:286), Figure 1 12 (SEQ ID NO:287), Figure 113 (SEQ ID NO:288), Figure 1 14 (SEQ ID NO:289), Figure 

35 115 (SEQ ID NO:290), Figure 116 (SEQ ID NO:291), Figure 123 (SEQ ID NO.304), Figure 126 (SEQ ID 
NO:310), Figure 127 (SEQ ID NO:31 1), Figure 130 (SEQ ID NO:323), Figure 133 (SEQ ID NO:331), Figure 
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134 (SEQ ID NO:332), Figure 137 (SEQ ID NO:338), Figure 140 (SEQ ID NO:347) t Figure 143 (SEQ ID 
NO:353), Figure 174 (SEQ ID NO:431), Figure 175 (SEQ ID NO:432), Figure 188 (SEQ ID NO:457), Figure 
205 (SEQ ID NO:484), Figure 220 (SEQ ID NO:516)> Figure 223 (SEQ ID NO:524), Figure 226 (SEQ ID 
NO:527), Figure 227 (SEQ ID NO:528) and Figure 228 (SEQ ID NO:529). 
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FIGURE 1 



CCAGGTCCAACTGGRCCTCGGTTCTATCGATTGAATTCCCCGGGGATCCTCTAGAGATCCCT 

CGACCTCGACCCACGCGTCCGCCAAGCTGGCCCTGCACGGCTGCAAGGGAGGCTCCTGTGGA 

CAGGCCAGGCAGGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGC 

AAGGGCTAGGGTCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGC 

TCCAGCAGCATCAGCAGCCCCCAGGACCGGGGGAGGCACAGGTGGCCCCCACCACCCGGAGG 

AGCAGCTCCTGCCCCTGTCCGGGGGATGACTGATTCTCCTCCGCCAGGCCACCCAGAGGAGA 

AGGCCACCCCGCCTGGAGGCACAGGCCATGAGGGGCTCTCAGGAGGTGCTGGTGATGTGGCT 

TCTGGTGTTGGCAGTGGGCGGCACAGAGCACGCCTACCGGCCGGGCCGTTAGGGTGTGTGCT 

GTCCCGGGCTCACGGGGACCCTGTCTCCGAGTCGTTCGTGCAGCGTGTGTACCAGCCCTTCC 

TCACCACCTGCGACGGGCACCGGGCCTGCAGCACCTACCGAACCATTTATAGGACCGCCTAC 

CGCCGCAGCCCTGGGCTGGCCCCTGCCAGGCCTCGCTACGCGTGCTGCCCCGGCTGGAAGAG 

GACCAGCGGGCTTCCTGGGGCCTGTGGAGCAGCAATATGCCAGCCGCCATGGCGGAACGGAG 

GGAGCTGTGTCCAGCCTGGCCGCTGCCGCTGCCCTGCAGGATGGGGGGGTGACACTTGCCAG 

TCAGATGTGGATGAATGCAGTGCTAGGAGGGGCGGCTGTCCCCAGCGCTGCATCAACACCGC 

CGGCAGTTACTGGTGCCAGTGTTGGGAGGGGCACAGCCTGTCTGCAGACGGTACACTCTGTG 

TGCCCAAGGGAGGGCCCCCCAGGGTGGCCCCCAACCCGACAGGAGTGGACAGTGCAATGAAG 

GAAGAAGTGCAGAGGCTGCAGTCCAGGGTGGACCTGCTGGAGGAGAAGCTGCAGCTGGTGCT 

GGCCGCACTGCACAGCCTGGCCTCGCAGGCACTGGAGCATGGGCTCCCGGACCCCGGCAGCC 

TCCTGGTGCACTCCTTCCAGCAGCTCGGCCGCATCGACTCCCTGAGCGAGCAGATTTCCTTC 

CTGGAGGAGCAGeTGGGGTCCTGCTCCTGCAAGAAAGACTCGTGACTGCCCAGCGCCCCAGG 

CTGGACTGAGCCCCTCACGCCGCCCTGCAGCCCCCATGCCCCTGCCCAAGATGCTGGGGGTC 

CAGAAGCCAGCTCGGGGTGACTGAGCGGAAGGCCAGGCAGGGCCTTCCTCCTTTTCCTCGTC 

CCCTTCCCTCGGGAGGGTCCCCAGACCCTGGCATGGGATGGGCTGGGATTTTTTTTGTGAAT 

CCACCCCTGGCTACCCCCACCCTGGTTACCCCAACGGCATCCCAAGGCCAGGTGGGCGCTCA 

GCTGAGGGAAGGTACGAGTTCCCCTGCTGGAGCCTGGGACCCATGGCACAGGCCAGGCAGCC 

CGGAGGCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGACCCCCAGCACAATAAAAATGAAA 

CGTGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCT 

AGAGTCGACCTGCAGAAGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATGGT 
TACAAAT 
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FIGURE 2 

MTDSPPPGHPEEKATPPGGTGHEGLSGGAADVASGVGSGRHRARLPARPLGCVLSRAHGDPV 
SES FVQRVYQP FLTTCDGHRACST YRT I YRTAYRRS PGLAPARPRYACCPGWKRTSGLPGAC 
GAAICQPPCRNGGSCVQPGRCRCPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCW 

EGHSLSADGTLCVPKGGPPRVAPNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLAS 
QALEHGLPDPGSLLVHSFQQLGRIDSLSEQISFLEEQLGSCSCKKDS 
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FIGURE 3 

CGCTCGCCCCGTCGCCCCTCGCCTGCCCGCAGAGTCCCCTCGCGGCAGCAGATGTGTGTGGG 
GTCAGCCCACGGCGGGGACTATGGTGAAATTCCCGGCGCTGACGCACTACTGGCCCCTGATC 
CGGTTCTTGGTG C C CCTGGGCATCACCAACATAGCCATCG ACTTCGGGG AGCAGGCCTTGAA 
CCGGGGCATTGCTGCTGTCAAGGAGGATGCAGTCGAGATGCTGGCCAGCTACGGGCTGGCGT 
ACTCCCTCATGAAGTTCTTCACGGGTCCCATGAGTGACTTCAAAAATGTGGGCCTGGTGTTT 
GTGAACAGCAAGAGAGACAGGACCAAAGCCGTCCTGTGTATGGTGGTGGCAGGGGCCATCGC 
TGCCGTCTTTCACACACTGATAGCTTATAGTGATTTAGGATAGTACATTATCAATAAACTGC 
ACCATGTGGACGAGTCGGTGGGGAGCAAGACGAGAAG^CCITCCTC^AGCTCGCCGCCTTT 
CCTTTCATGGACGCTU^TGGCATGGACCCATGCTGG 

CCTGGTGGGATGTGCCTCAATCTCAGATGTCATAGCTCAGGTTGTTTTTGTAGC^ 

TTCACAGTCACCTGGAATGCCGGGAGCCCCTGCrrCATCCCGATCCTCTCCn^ 

GCACTTGTGCGCTGCACCACCCTGTGCCTGGGCrACTAC^GAACATTCACGACATCATCCC 

TGACAGAAGTGGCCCGGAGCTGGGGGGAGATGCAACAATAAGAAAGATGCTGAGCTTCTGGT 

GGCCTTTGGCTCTAATTCTGGCCACAtAGAGAATGAGTCGGC 

TCCCGGGACCTTGGTGGCAGTTCTGCAGCCACAGAGGCAGTGGCGATTTTGACAGC 

CCCTGTGGGTCAGATGCCATACGGCTGGTTGACGGAAATGCGTGCTGTGTATCCTGCTTTCG 

ACAAGAATAACCCCAGCAACAAACTGGTGAGCACGAGCAAeACAGTCACGGCAGCCCACATC 

AAGAAGTTCACCTTCGTCTGC^TGGCTCrGTCACTCACGCTCrGTTTCGTGATGTTTTGGAC 

ACCCAACGTGTCTGAGAAAATCTTGATAGACATCATCGGAGTGGAGTTTGCCTTTGCAGAAC 

TCTGTGTTGTTCCTTTGCGGATCTTCTCCTTCTTCCCAGTTCCAGTCACAGTGAGGGCGCA 

CTCACCGGGTGGOTGATGAC^CTGAAGAAAACCTTCGTCCTTGCCCCCAGCrCTGTGCTGCG 

GATCATGGTCCTCATCGCCAGCCTCGTGGTCCfACGCTACCTGGGGGTGCACGGTGCGACCC 

TGGGCGTGGGCTCCCTCCTGGCGGGCTTTGTGGGAGAATCCACCATGGTCGCC7VTCGCTGCG 

TGCTATGTCTACCGGAAGCAiGAAAAAGAAGATGGAGAATGAGTCGGCCACGGAGGGGGAAGA 

CTCTGCCATGACAGACATGCCTCaSACAGAGGAGGTGACAGAC^TCGTGGAAATGAGAGAG^ 

AGAATGAAT^GGC^CGGGACGCCATGGGCACTGCAGGGACGGTGAGTCAGGATGACAOT 

GGCATCATCTCTTCCCTCTCCCATCGTATTTTGTTCCCTTT^ 

GAAAGAGGCCTTGATTTAAAGGTTTCGTGTCAATTCTCTAGCATACT 

GACGGGGGGACCTAGTGAATGGTCTTTACTGTTGCTATGTAAAAACAAACGAAACAACTG 

TTCATACCCCTGCCTCACGAAAACCCAAAAGACACAGCTGCCTCAGGGTTGACGTTGTGTCC 

TCCTCCCCTGGACAATCTCCTCTTGGAACCAAAGGACTGCAGCTGTGCCATCGCGCCTCGGT 

CAGCCTGCACAGCAGGGCACAGACTCTCCTGTCCCCCTTCATCGCTCrrTAAGAATCAACAGG 

TTAAAACTCGGCTTCCTTTGATTTGGTTCCCAGTCACATGGGCGTACAAAGAGATGGAGCCC 

CGGTGGCCTCTTAAATTTCCCTTCTGCCACGGAGTTCGAAACCATCTACTCCACACATGCAG 

GAGGCGGGTGGCACGCTGCAGCCCGGAGTGGCCGTTCACACTGAGGAACGGAGACCTGTGAC 

CACAGCAGGCTGACAGATGGACAGAATCTCCCGTAGAAAGGTTTGGT^ 

GGCAGCAAACtGACATGGTTGAATGATAGCATTTCACTCtGCGTTCTCCrAGATGT 

GCTGTCAGTTCTCACCCCCACCGTGTATATXCATGAGCTAAGTTTTTTAAArt 

GCGCATCTGCAGATTCCAGACCCTGCCGCATGACTTT^ 

CTTTCCTGAAGGTCGC^TTAGAGCGAGTCACATGGAGCATCGT^ 

TAGAGTGAACTGAAGCTTTAAGTCTCATCCA^ 

TTTTGAAGTAGATATATTACCTGGTTCTGCTATCOTTAGTCA1*AACTCTGCGGTACAGGTAA 

TTGAGAATGTACTACGGTACTTCCCTCCCACACC^TAC 

ATAC(^GAGTC^CTATGTGGTCCTCCCTGAAA^ 

TATTTTTCTAAGTTTTGGAAAGCAGGTTTTTTCCTTTAAAAAA^ 

AAATTGATTTAGTGAGAATTCCTAGACTGAAAGAACCTAAACAAAAAAAT 

TAAATATATGCTGTATATGTTATGTAATTTATTT^ 

ATTTTCAATAAAATGTCTCTAATACAAAAAA 
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FIGURE 4 



MVKFPALTHYWPLIRFLVPLGITOIAIDFGEQA^ 

TGPMS DFKNVGLVFVNS KRDRTKAVLCMWAGAI AAVFHTL I AYSDLGYY I INKLHHVDESV 
GSKTRRAFLYIiAAFPFMDAMAWTHAG ILLKHKYSFLVGCAS ISDVI AQWFVAILLHSHLEC 
REPLLIPILSLYMGALVRCTTLCLGYYKNIHDIIPDRSGPELGGDATIRKMLSFWWPLALIL 
ATQR I SR P I VNLF VS RDLGG S S AATEAVAI LTATYP VGHMP YGWLTE I RAVYP AFDKNNPSN 
KLVSTSNTVTAAHIKKFTFVOTALSLTLCF 

I FS FF P VPVTVRAHIiTGWLMTLKKTFVLAPS S VLR 1 1 VLI ASLWLPYLGVHGATLGVGSLL 
AGFVGESTMVAIAACYVYRKQKKKMENESATEGEDSA 
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FIGURE 5 

CCTGACAGAAGTGCCCCGGAGCTGGGGGAGATNCAACATTAAGAAGATGCTGA^ 

GCCNTTTGGCTCTAATTCTGGCCACACZAGAGAANCAGTCGGCCTATTGTCAACOT 

TCCCGGGACCTTGGTGGCAGTTCTGC^GCCACAGAGGCAG 

CCCTGTGGGTC ACATG CCAT ACGGCTGGTTGACGGAAATCCGTGCTGTGTATCCTGCTTTCG 

ACAAGAATAACCCCAGCAACAAACTGGTGAGCACGAGCAACAC^^ 

AAGAAGTTCACCTTCGTCTGCATGGCTCTGTCACTC^^ 

ACCCAACGTGTCTGNGAAAATCTTGATAGACATCATCGGAGTGGACTTTGCCTTTGC7V 

TCTGTGTTGTTCCTTTGCGGATCTTCTCCTTCTTCCCAGTTCCAGTGACAGTGAGGGCGCAT 

CTCACCGGGTGGCTGATGACACTGAAGAAAACCTTCGTC 
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FIGURE 6 



PCT7US99/05028 



TGACGGAATCCCGGGCTGGGTATCCTGGTTTO^ 

GAGCAGGGCAAAACAGTNACGGGCAGCCCACATCAAGAAGTTCACCT^ 

TGTC^CTCACGCraTGTTTCGTGATGTTTTGGAC^GCCAAAGTGTTTG 

AGACATNATCGGAGTGGANTTTGCCTTTGCAG 

CCTTTTTCCCAGTTCCAGTCACAGNGAGGGCGGATCT^ 

AAAACCTTTGTCCTTGCCCCCAGCTNTTTGGTC 

GGTCCTACCCTACCTGGGGGTGCACGGTGCGACCCTGGGCGTGGGTTCCCTCCTGGCGGGCA 
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FIGURE 7 

TATTCCCAGTTCCGGTCACGGGG^ 

ACCTTNGTCCTTGCCCCCAGNTTTGTGOT^ 

CCTACCCTACCTGGGGGTGCACGGTGAGAC 
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FIGURE 8 



GCCCCGCGCCCGGCGCCGGGCGCCCGAAGCCGGGAGCC^CCGCCAISGGGGCCTGCCTGOT 

GCCTGCTCCCTGCTCAGCTGCGCGTCCTGCCTCTGCGGCT.CTGCCCCCTGCATCCTGTGCAG 

CTGCTGCCCCGCCAGCCGCAACTCCACGGTGAGCCGCCTCATCTTCACGTTCTTCCTCTTCC 

TGGGGGTGCTGGTGTCCATCATTATGCTGAGCCCGGGCGTGGAGAGTCAGCTGTACAAGCTG 

CCCTGGGTGTGTGAGGAGGGGGCCGGGATCCCCACCGTCCTGCAGGGCCACATCGACTGTGG 

CTCCCTGCTTGGCTACCGCGCTGTCTACCGCATGTGCTTCGCCACGGCGGCCTTCTTCTTCT 

TCTTTTTCACCCTGCTCATGCTCTGCGTGAGC^GCAGCCGGGACCCCCGGGCTGCCATCCAG 

AATGGGTTTTGGTTCTTTAAGTTCCTGATCCTGGTGGGCCTCACCGTGGGTGGCTTCTACAT 

CCCTGACGGCTCCTTCACCAACATCTGGTTCTACTTCGGCGTCGTGGGGTCCTTCCTCTTCA 

TCCTCATCCAGCTGGTGGTGCTCATCGACTTTGCGC7VCTCCTGGAACCAGCGGTGGCTGGGG 

AAGGCCGAGGAGTGCGATTCCCGTGCCTGGTACGCAGGCCT 

CTACTTGCTGT CGATCGCGG CCGTGGCGCTGATGTTCATGTACTACACTGAGCCCAGCGGCT 

GCCACGAGGGCAAGGTGTTCATCAGCCTCAACCTCTVCCTTCrrGTGTCTGCGTGTCCATCGCT 

GCTGTCGTGCCCAAGGTCCAGGACGCCCAGCCCAACTCGGGTCTGCTGCAGGCCTCGGTCAT 
C AC GCT CT AC ACC ATGTTTGTCACCTGGT^ 

ACCCCCATTTG CC AACCC AG CTGGGGAACX5AGAC^GTTGTGGCAGGCCCCGAGGGCTATGAG 
ACCCAGTGGTGGGATGCCCCGAGCATTGTGGGCCTCAT 

CATCAGTCTGCGCTCCTCAGACCACCGGCAGGTGAACAGCCTGATGCAGACCGAGGAGTGCC 
CAC CTATG CT AGACG CC AC ACAGC^GCAGCAGCAGCAGGTGGCAGCCTGTGAGGGCCGGGCC 
TTTGACAACGAGCAGGACGGCGTCACCTACAGCTACTCCTTCTTCCACTTCTGCCTGGTGCT 
GGC CTCACTG C ACGT CATGATGACGCTCACCAACTGGTACAAGCCCGGTGAGACCCGGAAGA 
TGATCAGCACGTGGACCGCCGTGTGGGTGAAGATCTGTGCCAGCTGGGCAGGGCTGCTCCTC 
T^ACCTGTGGACCCTGGTAGCCCCACTCCTCCTC 
CACAGCCTGCCATCTGGTGCCTCCTGC(^CCTC^ 
' GCCCCCTCCCC^CACCAATC^GCC&C^CT^ 
CCCCTGAGCCGGGCCTTCTAGTCGTAGTGCCT^ 
GAGCCCCATCCCCCCGCCACACC^C^^ 
TGCCCATACTCAGCATCTCGGATGAAAGGGCTCCC^ 
CTGCTGGAGAGAGCGGGGAACTCCCACCACAGTGGGGCATCCGGCAC 

CCTGGTCACGTCCCCCAGGGGACCCTGCCCCCTTCCTGGA(^CGTGCCTTACTGAGTCTCT 
AAGACTTTTTCT AATAAACAAG CCAGTGCGTGTAAAAAAAA 
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FIGURE 9 

MGACLGACSLLSCASCLCGSAPCILCSCCPASRNSTVSRLIFTFFLFLGVLVSIIMLSPGVE 
SQL YKL P WVCEEGAG I PTVLQGHI DCGSIiLGYRAVYRMCFATAAFFFFFFTLLMLCVSS SRD 

PRAAIQNGFWFFKFLILVGLTVGAFYIPDGSFTNIWFYFGWGSFLFILIQLVLLIDFAHSW 
NQRWLG KAEECDSRAWYAGLFFFTLLFYLLS I AAVALMFMYYTEPSGCHEGKVF I SLNLTFC 
VCVS I AAVLPKVQDAQPNSGLLQASVITLYTMFVTWSALSS I PEQKCNPHLPTQLGNETWA 
GPEGYETQWWDAPS IVGLI I FLLCTLFISLRSSDHRQVNSLMQTEECPPMLDATQQQQQQVA 
ACEGRAFDNEQDGVTYSYSFFHFCLVLASLHVMMTLTNWYKPGETRKMISTOT 
WAGLLLYLWTLVAPLLLRNRDFS 



3/131- 
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FIGURE 10 

GAGCGAGGCCGGGGACTGAAGGTGTGGGTGTCGAGCCCTCTGGCAGAGGGTTAACCTGGGTC 

AAATGC ACGG ATT CTCAC CTCGTACAGTTACGCTCTCCCGCGGCACGTCCGCGAGGACTTGA 

AGTCCTGAGCGCTCAAGTTTGTCCGTA(MTCGAGAGAAGGCCATGGAGGTGCCGCCACCGGC 

ACCGCGGAGCTTTCTCTGTAGAGCATTGTGCCTATTTCCCCGAGTCTTTGCTGCCGAAGCTG 

TGACTGCCGATTCGGAAGTCCTTGAGGAGCGTCAGAAGCGGCTTCCCTACGTCCCAGAGCCC 

TATTACCCGGAATCTGGATGGK3ACCGCCTCCGGGAGCTGTTTGGCAAAGATC 

AATTTCAAAGGACCTTGCTAATATCTGTAAGACGGCAGCm^ 

TGTATGGGGGAATACCAGCTTTTATTCATGCTAAACAACAATACATTGAGGAGAGCCAGGCA 
GAAATTTATCATAACCGGTTTGATGCTGTGCAATCTC 

<^TTCGTTATGGCTGGCGCTGGGGTTGGAGAACTGCAGTGTTTGTGACTATATTCAA<^ 
TGAAC^CTAGTCTGAATGTATACCGAAATAAAGATGCCITAAGCCATT^ 
GCTGTCACGGGAAGTCTTTTTAGGATAAACGTAGGCCT^ 
AATTGGAGCCTTGCTGGGCACTCCTGTAGGAGGCCTGCTGATC 

GTGAGACTGTTCAGGAAAGAAAACAGAAGGATCGAAAGGCACTCCATGAGCTAAAACTGGAA 
GAGTGGAAAGGCAGACTACAAGTTACTGAGCACCTCCCTGAGAAAATTGAAAGTAGTTTACG 
GGAAG ATGAAC CTG AG AATG ATG CTAAGAAAATTGAAGCACTG CTAAACCTTC CT AGAAACC 
CTTCAGTAATAGATAAACAAGAG^GGACXSAAAGTGCTCT 

GCTGAAGGGAGCTGCCATGTCCGATGAATGCCAACAGACAGGCC^CTCTTTGGTCAG 

TGACAAATTTAAGTGCTGGTACCTGTGGTGGCAGTGGCTTGCTCn^^ 

TTTAACTAAGAATGGGGCTGTTGTACTCTCACTTTACI^ 

TATGTTTGTATTAATCTATCAATATATGCATACATGGATATATCCACCCACCTAGATTTTAA 
GCAGTAAATAAAACATTTCGCAAAAGATTAAAGTTGAATTTTACAGTTT 



) 
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FIGURE 1 1 



></usr/ seqdb2/sst/DNA/Dnaseqs .min/ss . DNA23318 
xsubunit 1 of 1, 285 aa, 1 stop 
><MW: 32190, pi: 9.03, NX(S/T) ; 2 
MEVPPPAPRSFLCRALCLFPRVFAAEAV^ 

GKDEQQR I S KDLAN I CKT AATAG 1 1 GWVYGGI PAF IHAKQQYI EQSQAE I YHNRFDAVQS AH 
RAATRGF I RYGWRWGWRTAVFVTI FNTVNTSLNVYRNKDALSHFVI AGAVTGSLFRINVGLR 
GLVAGG I IGALLGTPVGGLLMAFQKYAGETVQERKQKDRKAIiHELKLEEWKGRLQVTEHLPE 
KI ES S LREDEPENDAKKI EALLNLPRNPS VI DKQDKD 

Important Features: 
Signal Peptide: 

amino acids 1-24 

Transmembrane domains: 

amino acids 76-96 and amino acids 171-195 

N-glycosylation site: 
amino acids 153-156 




WO 99/46281 



PCT/US99/05028 



FIGURE 12 

CGGAAGTCCCTTGAGGAGCGTCAGAAG 

ATCTGGATGGGACCGCTCCGGGAGCTGTTTGGCA^GATGAACAGCAGAGAATTTCAAAGGA 
CCTTGCTAATATCTGTAAGACGGCAGCTACAGC^ 

TACCT^GCTTTTATTCATGCTAAACAAG^TAC^ 

AACCGGTTTGATGCTGTGCAATCTGCACATCG 

GCTGGCGCCGAACC 
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FIGURE 13 

TCAAGTTTGTCCGTAGGTCGAGAGAAGGCCATGGAGGTGCCGCCACGGGCACCGCGGAGCTT 

TTTTCTGTAGAGCATTGTGCCTATTTCCCCGAGTTTTTGCTGCCGAAGCTGTGACTGCCGtAT 

TCGGAAGTCCTTGAGGAGCGTCAGAAGCGGCTTCCCTACGTCCCAGAGCCCTATTACCCGGA 

ATTTGGATGGGACCGCCTCCGGGAGCTGTTTGGCAAAGATGAACAGCAGAGAATTTCAAAGG 

ACCTTGCTGATATNTGTAAGACGGCAGCTACAGCAGGCATCATTGGCTGGGTGTATGGGC^ 

ATACCAGCTTTTATTCATGNTAAACAACAATACAT^ 

TAACC 
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FIGURE 14 

GAGCCGCCGCCGCGCGCGCGCCGCGCACTGCAGCCCCAGGCCCCGGCCCCCCACCCACGTCT 

GCGTTGCTGCCCCGCCTGGGCCAGGCCCCAAAGGCAAGGACAAAGCAGCTGTCAGGGAACCT 

GCGCCGGAGTCGAATTTACGTGCAGCTGCCGGCAACCACAGGTTCO^GA^SGTTTGCGGGG 

GCTTCGCGTGTTCCAAGAACTGCCTGTGCXSCCCTCAACCTGCTTTAC^CCrTGGTTAGTCTG 

CTGCTAATTGGAATTGCTGCGTGGGGC^TTGGCTTCGGGCTGATTTCCAGTCTCCGAGTGGT 
CGGCGTGGTCATTGCAGTGGGCATCTTCTTGTTCCTGATTGC^ 

CTGTAAAACATCATCAGGTGTtGCTATTTTTl-lATATGATTATTGTGTTACTT^ 

GTTGAGTTTTCTGTATCTTGCGCTTGTTTAGCCCTGAACCAGGAGCyACAGGGTCAGCTTCT 

GGAGGTTGGTTGGAACAATACGGC^GTGCTCGAAATGACATCCAGAGAAATCTAAACTGCT 

GTGGGTTCCGAAGTGTTAAGCCAAATGACACCTGTCTGGGTAGCTGTG'iTAAAAGTGACCAC 

TCGTGCTCGCCATGTGCTGCAATCATAGGAGAATATGCTGGAGAGGTTTTGAGATTTGTTGG 

TGGCATTGGCCTGTTCTTCAGTTTTACAGAGATCCTGGGTGTTTGGCTGACCTACAGATACA 

GGAACCAGAAAGACCCCCGCGCGAATCOTAGTGCATTCCTTTG^TGAGAAAACAAGGAAGAT 

TTCCTTTCGTATTATGATCTTGTTCACITTCTGTAATTTTCTGTTAAGCrCCATTO 

TTAAGGAAGGAAA(^CTATGTGGAAAAGTACCTTATTGATAGTGGAATTATATATTTTTACT 
CTATGTTTCTCTACATGTTTTTTTCTTTCCG1TGCTGAAA 

TGAAGCTCGGTGGCACCTGGAATTTACTGTATTCATTGTCGGGCACroTCCACTGTGGGCTT 
TCTTAGCATTTTTACCTGC^GAAAAACTTTGTATGGTACCACrGTGTTGGTTATATGGTXSAA 
TCTGAACGTACATCTCACTCGTATAATTATATGTAGCACTGTGCrGTGTAGATAGTTCCTAC 

TGGAAAAAGAGTGGAAATTTATTAAAATCAGAAAGTATGAGATCCTGTTATGTTAAGGGAAA 
TGCyVAATTCCCAATTTTTTTTGGTCTTTTTAGGAAAGATTGTTCTGGTAA 

TAAAAATGATAATTTACTTGTAGTCTTTTATGATTACACCAATGTATTCTAGAAATAGTTAT 
GTCTTAGGAAATTGTGGTTTAATTTTTG^ 

CATGAAATGTTCTAATGTATAATAACATTTACCTTCAGCCTCC^TCAGAATGGAACGAGn'TT 
TGAGTAATCAGGAAGTATATCTATATGATCTTGATAT^ 

AAGACTGCATTTTTAAACAAGTTAGTATTAA^ 

ATTATCTTAAAAATTGTTAAATACCGTTTTCATGAAATTTCTCAGTATTGTAAC^GCAACTT 

GTCAAACCTAAGCATATTTGAATATGATCTCCCATAATTTGAAATTGAAATCGTATTGTGTG 

GCTCTGTATATTCTGTTAAAAAATTAAAGGACAGAAACCTTTCITtGTGTATGCATC 
ATtAAAAGAAAGTAATGGAAG 
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FIGURE 15 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA39979 
xsubunit 1 of 1, 204 aa, 1 stop 
><MW: 22X41, pi: 8.37, NX(S/T): 3 

MVCGG FAC S KNC LC ALN LL Y T LVS LLL I G I AAWG I G FG L I S S LRWGW I AVG I FL FL I ALV 
GLIGAVKHHQVLLFFYMI ILLLVFIVQFSVSCACLALNQEQQGQLLEVGWNNTASARNDIQR 
NLNCCGFRSVNPNDTCIJ^CVKSDHSCSPCM 
TYRYRNQKDPRANPSAFL 

Signal Peptide: 
amino acids 1-34 

Transmembrane domains: 

amino acids 47-63, 72-95 and 162-182 
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FIGURE 16 

TGATTGGAGCTGTAAAAAANTCTTCAGGTGTTGTNATTTTTTO 
TGTATTTATTGTTCAGTTTTNTGTATCTTGCGCTTC 
GTCAGNTTNTGGAGGTTGGTTGGAACAATACGGGAAGTGCTCGAAATGA 
NTAAACTGCTGTGGGTTCCGAAGTGTTAACCCAAATGACACCrcTNTGGCTAGCT 
AAGTGAGCACTNGTGCTCGCCATGTGCTCCAATCATAGGAGAATATGCTGGAGAGGTTTTGA 
' GATTTGTTGGTGGCATTGGCCTGTTOT^ 
T ACAG AT ACAGG AAC CAG 
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FIGURE 1 7 

AATeCCAAATTCCCCAATTTTTTTGGNCTTTTTAGGGAAAGATGTGtTGTGGTAT^AAAGTGT 
TAGTATAAAAATGATAATTTACTTGTAGTCTTTTATGATTACACCAATGTATTCTAGAATAG 
TTATGTCTTAGGAAATTGTGGTTTAATTTTTGACTTTTACAGGTAAGTGCAAAG^GAAGTG 
GTTTCATGAAATGTTCTAATGTATAATAACATTTACCTTCAGCCTCCCATCAGAATGGAACG 
AGTTTTGAGTAATCCAGGAAGTATATCTATATGATCTTGATATTGTTTTATATAATTTGAAG 
TCTAAAAGACTGCATTTTTAAACAAGTTAGTATTAATGCGTTGGCCCAGGTAGCAAAAAGAT 
AT T TGAT TAT C T TAAAAAT T GT TAAATACCGT TT TCATGAAAGT TCTCAGTATTG TAACAGC 
AACTTGTCAAACCTAAGCATATTTGAATATGATCTCCCATAATTTGAAATTGAAATCGTATT 

GTGTGGAGGAAATGGCAATCTTATGTGTGCTGAAGGACACAGTAAGAGCACCAAGTTGTGCC 
GCACTTGC 
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FIGURE 18 

ATGATTATTCTGTTACTTGTATTTATTGTTCAGTTTTATGGTATCTTGCGCTTGTTTAGCCC 

CTGAAACCAGGAG.GAACAGGGNNCAGCTTCCTGGAGGTTGGTTGGCAACAATCACGGCCAAG 

TGACTCCGCAAATGACATCCCAGAGAAATCCTAAACTGCTGTGGGTTCCGAAGTGTTAACCC 

AAATGACACCTGTCTGGCTNGCTGTGTTAAAAGTGACCACTCGTGCTCGCCATGTGCTCCAA 
TCATAGGAGAATATGC 
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FIGURE 19 

CAGTCACCAISAAGCTGGGCTGTGTCCT 

CTCTGGGTGGCCCAGATGCTACTGGCTGCCAGTTTTGAGACGCT^ 

CTGCACTGAGGAGAGCAGCTGCCACACGGAGGATGACTTGACTGATGCAAGGK^GCTGGCT 

TCCAGGTC^GGCCTACACTTTCAGTGAACCCTTCCACCTGATTGTGTCCTATGACTGGCTG 
ATCCTCCAAGGTCCAGCCAAGCCAGTTTTTGAAGGGGACCT 

CTGGCAAGACTGGCCACTGACTCAGGTGACCTTCTACCGAGATGGCTCAGCTCTGGGTGCCC 
CCGGGCCTAACAGGGAATTCTCCATCACCGTGGTACAAAAGGCAGACAGCTC 

TGCAGTGGCATCTTCCAGAGCCCTGGTCCTGGGATCCCAGAAACAGCATCTGTTGTGGCTAT 
CACAGTCCTVAGAACTGTTTCC^GCGCC^TTCTCAGAGCrGTACCCTCAGCTGAACCCCAAG 
CAGGAAGCCCCATGACCCTGAGTTGTCAGACAAAGTTGCCCCTGCAGAGGTCAGCTGCCCGC 
CTCeTCTTCTCCTTCTACAAGGATGGAAGGATAGTGCAAAGCAGGGGGCTCTCCTCAGAATT 
CCAGATCCCCACAGGTTCAGAAGATCACTCCGGGTCATACTGGTGTGAGGCAGCCACTGAGG 

ACAACCAAGTTTGGAAACAGAGCCCCCAGCTAGAGATCAGAGTGCAGGGTGCTTCCAGCTCT 
GCTGCACCTCCCACAiTGAATCCAGCTCCTCAGAAATCT^ 

GGAGGCCCCTGGGCCTCTGCCTCCGCCGCC^CCCCATCTTCTGAGGATCCAGGCTTTTCrrT 
CTCCTCTGGGGATGCCAGATCCTC^TCTGTATCACCAGATGGGCGTTCTTCTCAAAC^CATG 
CAGGATGTGAGAGTCCTCCTCGGTCACCTGCTCTVTGGAGTTGAGGGAATTATCTGGCCAC^ 
GAAGCCTGGGACCACAAAGGCTACTGCTGAAIASAAGTAAACAGTTCATCCATGATCTCACT 

TAACCACCCC^TAAATCTGATTCTTTATTTTCTCTTCCTGTCCTGCACATATGCATAAGTA 

CTTTTACAAGTTGTCCCAGTGTTTTGTTAGAATAATGTA 

ATATAAAGTGAGAATTAGAGTTTAGCTATAATT^ 

TGCTGTCTAGATCAGGAATTTCTATCTGTTATATCGACCAGAATGTTGTGATTTAAAGAGAA 
CTAATGGAAGTGGATTGAATACAGCAGTCTCAACTGGGGGCAATTTTG 

TTGGGCAATGTTTGGAGACATTTTGGTCATTATACTTGGGGGGTTGGGGGATGGTGGGATGT 

GTGTCTACTGGCATGCAGTAAATAGAAGCCAGGGGTGCCGCTAAAG?VTCeTATAATGCACAG 

GG CAGTACCCCACAACG AAAAATAATCTGGCCCAAAATGTCAGTTGTACrcAGTTTGAGAAA 

CCCCAGCCTAATGA^CCCTAGGTGTTGGGCTCT^ 

TATCTCTTTCC^GCCTCATTCAGCTACTCTTACTC 

GTCTGTTCTTTAGTTCTAGTTTC 

AAGGTG ATGG CATTAAGAAGTGGGCG1TTGGGAAGTGATTAGATCAGGAGTGCAGAGCCCTC 
ATGATTAGGATTAGTGCCCTTATtTAAAAAGGCCCCAGAGAGCTAACTC^CCCTTCCACCAT 
ATGAGGACGTGG CAAG AAG ATGACATGTATGAGAACGAAAAAACAGCTGTCG CCAAACACCG 
ACTCTGTCGTTG C CTTG ATCTTGAACTTCCAGCCTCCAGAACTATG AGAAATAAAATTCTGG 
TTGTTTGTAGCCTAA < 
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FIGURE 20 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA40594 
Xsubunit 1 of 1, 359 aa f 1 stop 
><MW: 38899, pi: 5.21, NX(S/T): 0 

MKLGCVLMAWALYLSLGVLWVAQMLLAASFETLQCEGPVCTEESSCHTEDDLTDARE^ 
KAYT FSE P FHL I VS YDWL I LQGPAKPVFEGDLLVLRCQAWQDWPLTQVT FYRDGSALGPPGP 
NRE FS I TWQKADS GHYHC S GI FQSPGPGI PETASWAI TVQEL FPAP I LRAVP S AE P QAGS 
PMTLSCQTKLPLQRSAARLLFSFYKDGRIVQSRGLSSEFQIPTASEDHSGSYWCEAATEDNQ 
VWKQSPQLEIRVQGASSSAAPPTLNPAPQKSAAPGTAPEEAPGPLPPPPTPSSEDPGFSSPL 
GMPDPHLYHQMGLLLKHMQDVRVLLGHLLMELRELSGHQKPGTTKATAE 

Leucine zipper pattern sequence: 

amino acids 12-33 

Protein kinase C phosphorylation site: 
amino acids 353-355 
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FIGURE 21 



PCT/US99/05028 



CCCACGCGTCCGCCCACGCGTCCGCCC^CGGGTCCGCCCAGGCGTCCGGGCCACCAGAAGTT 

TGAGCCTCTTTGGTAGCAGGAGGCTGGAAGAAAGGACAGAAGTAGCTCTGGCTGTGATSGGG 

ATCTT ACTGGG CCTGCT ACT CCTGGGGCACCTAACAGTGGACACTTATGGCCGTCCCATCCT 

GGAAGTGCCAGAGAGTGTAACAGGACCTTGGAAAGGGGATGTC 

ACCC CCTG C AAGG CTACACCCAAGTCITGGTGAAGTGGCTGGTACAACGTGGCT 

GTCACCATCTTTCTACGTGACTCTTCTGGAGACCATATCCAGCAGGCyVAAGTACCA 

CCTGCATGTGAGCCACAAGGTTCCAGGAGATGTATCCCT 

ATG AC CGGAG CCACTACACGTGTGAAGTCACCTGGCAGACT 

AGAGATAAGATTACTGAGCTCCXn , GTCC7lGAAACrCTCTGTCrCCAAGCCC^ 
TGGCAGCGGTTATGGCTTCACGGTGCCCCAGGGAATC 

GGGGTTCTCCTCCCATCAGTTATATTTGGTATAAGCTVACA^GACTAATAACCAGG 

AAAGTAGCAACCCTAAGTACCITACTCTTCA 

TTTCTGCACTGCCAAGGGCCAGGTTGGCTCT^ 

TCAAAGAGTCCTCAAAGCTACTCAAGACCAAGACTGAGGC^ 

TTGAAAGCAACATCTACAGTGAAGCAGTCCTGGGACTGGACCACTG 

TGGAGAGACCAGTGCTGGGCCAiOTAAAGAGCCTGCCT^ 

CCTTGTGCTGTATGGTGGTTTTTAC<^TGGCCTATATCATGOT 

CAAGAGCATGT^CTACGAAGCAGCCAGGI2y^GAAAGTCT 

CCCTGCCCTCAATTTTGATTACTGGCAGGAAATGTGGAGGAAG^ 

AATC CTAAGGC CGG AGGCCTTCAGGGTCAGG ACATAGCTGCCTTCCCTCTCT 

CTGAGGTTGTTTTGGCCCTCTGAACACAAAGGATAAT^ 

AGAATCCC^GGGTGGTAGGATCCTGATAATTAATTGGCAAGAATTGAGGCAGAAGGGTGGG 
AACCAGGACCACAGCCCCAAGTCCCTTCTTATC^ 

TGCCAGAGAGGCCAACGACTCTGGAGAAACC^TGAGGGTGGCCATCTTCGCAAGTGGCTGCT 
CCAGTG ATGAG CCAACTTCCCAGAATCTGGGCAACAACTACTCIX5 
CAGGAGTACCAGATCATCGCCCAGATC^TGGCAACTACGCCCGCCTGCT 
tCrGGATTATGAGTTTCTGGCCACTGAG^ 

CAGGATCTGCTGACATAATTGCCTAGTOVGTC 

ACCTCTCTTCCTGGATAGCCCA/VAGTGTCCGCCTACCAACACrrGGAGCCGCT 
GGCTTTGCCCTGGAATTTGCCAGATGCATCTCAAGTAAGCCAGCT 

GCCCTTCTAGTATCTCTGCCGGGGGCTTCTGGTACTCCTCTCTAAATACCAGAGGGAAGATG 

cccatagcactaggacttggtcatcatgccta 

c6agaagacccgagggaggctcagctctgccagctcagaggacc^gctatatccaggatcat 

TTCTCTTTCTTC^GGGCCAGACAGCTT^ 

GTTCTGCTCCTCCACTATAAGTC^AATGTTCT^ 
ATCAT AAC AG C 



WO 99/46281 PCT/US99/05O28 

FIGURE 22 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA45416 
Xsubunit 1 of 1, 321 aa, 1 stop 
XMW: 35544, pi: 8.51, NX(S/T): 0 

MGILLGLLLLGHLTVDTYGRPILEVPESVTGPWKGDVNLPCTYDPLQGYTQVLVKWLVQRGS 

DPVTIFLRDSSGDHIQQAKYQGRLHVSHKVPGDVSLQLSTLEMDDRSHYTCEVTWQTPDGNQ 

VVRDKITELRVQKLSVSKPTVTTGSGYGFTVPQGMRISLQCQARGSPPISYIWYKQQTNNQE 

PIKVATLSTLLFKPAVIADSGSYFCTAKGQVGSEQHSDIVKFVVKDSSKLLKTKTEAPT 

YPLKATSTVKQSWDWTTDMDGYLGETSAGPGKSLPVTAIILIISLCCMWFTMAYIMLCRKT 
SQQEHVYEAAR 

Glycosaminoglycan attachment site: 
amino acids 149-152 

Transmembrane domain: 
amino acids 27 6-306 
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FIGURE 23 

GCGCCGGGAGCCCATCTGCCCCCAGGGGCACGGGGCGCGGGGCCGGCTCCCGCCCGGCACAT 

GGCTGCAGCCACCTCGCGCGCACCCCGAGGCGCCGCGCCCAGCTCGCCCGAGGTCCGTCGGA 

GGCGCCCGGCCGCCGCGGAGCCAAGCAGCAACTGAGCGGGGAAGCGCCCGCGTCCGGGGATC 

GGGATCTCCCTCCTCCTTCTCCTCTTGCTAGTTTCCTACTATGTTGGAACCTTGGGGACT^ 

CACTGAGATCAAGAGAGTGGCAGAGGAAAAGGTGACTTTGCCCTGCCACCATCAACTGGGGC 

TTGCAGAAAAAGACACTCTGGATATTGAATGGCTGCTCACCGATAATGAAGGGAACCAAAAA 

GTGGTGATCACTTACTCCAGTCGTCATGTCTACAATAACTTGACTGAGGAACAGAAGGGCCG 
AGTGGCCTTTGCTTCCAATTTCCTGGCAGGAGATGCCTCCT^ 

CCAGTGATGAGGGCCGGTACACCTGTAAGGTTAAGAATTCAGGGCGCTACGTGTGGAGCCAT 

GTC^TCTTAAAAGTCTtAGTGAGACCATCCAAGCCCAAGTGTGAGTTGGAAGGAGAGCTGAC 
AGAAGGAAGTGACCTGACTTTGCAGTGTGAGTCATCCTCTGGCA 

ACTGGCAGCGAATCCGAGAGAAAGAGGGAGAGGATGAACGTCTGCCTGCCAAATCTAGGATT 
GACTACAACCACCCTGGACGAGTTCTGCTGCAGAATCTTACCATGTCCTACTCTGGACTGTA 
CC^GTGCACAGCAGGCAACGAAGCTGGGAAGGAAAGCTGTGTGGTGCGAGTAAGTGTACAGT 
ATGT AC AAAG C ATCGGCATGGTTGCAGG AGCAGTG ACAGGCATAGTGGCTGG AGGCCTGCTG 
ATTTTCCTCTTGGTGTGGCTGCTAATCCGAAGGAAAGACAAAGAAAGATATGAGGAAGAAGA 
GAGACCTAATGAAATTCGAGAAGATGCTGAAGCTCCAAAAGCCCGTCTTGTGAAAeCCAGCT 
CCTCTTCCTCAGGCTCTCGGAGCTCACGCTCTGGTTCTTCCTCCACTCGCTCCACAGCAAAT 
AGTGCCTCACGCAGCeAGCGGACACTGtCAACrGACGCAGCACCCCAGCCAGGGCTGGCC^^ 
CCAGGCATACAGCCTAGTGGGGCCAGAGGTGAGAGGTTCTGAACCAAAGAAAGTCCACCATG 
CTAATCTG AC GAAAGCAGAAACCACACCCAGCATGATCCCCAGCCAGAGCAGAGCCTTCCAA 
. ACGGTCTSAATTACAATGGACTTGACTCCCACGCTTTCCTAGGAGTCAGC^ 

TTGTCGTCATTGGAGCTCAAGTCACCAGCCACAC^CC^GATGAGAGGTC^TCTAAGTAGCA 

GTGAGCATTGCACGGAACAGATTCAGATGAGCATTTTCCTTATACAATACCA^ 

AGGATGTAAGCTTGATTCATCTGTAAAAAGGC^TCTTATTGTGCCTTTAGACCAGAGT 

AAAGCAGGAGTCCAAATCTATTTGTTGACCAGGACCTGTGGTGAGAAGGTTGOT 

AGGTGAATATACCTAAAACTTTTAATGTGGGATATTTTGTAT 

TTCAAGAGGAAATGGGATGCTGTTTGTAAATTTTCTATGCATTTCTGCAAACT 

ATTAGTTATTCAGACAGTCAAGCAGAACCCACTVGCCTTAT^ 

TGAGCTAACCACTTCTAAGAAACTCC^UUUU^^ 

TTCATTTGTCATAAGGTTTGGATATTAATTTCAAGGGGAGTTGAAATAGTGGGAGATGGAGA 
AGAGjTGAATGAGTTTCTCCCACTCTATACTAATCTCACTATTTGTAT^ 

TATGAAAGGAGACAAAAATTTGTGACAAAGGATTGTGAAGAGGTTTCCATCTTCATGATGTT 
ATGAGGATTGTTGACTVAACATTAGAAATATATAATGGAGG^ 

CAGATG CCTCT AAGGACTTT CCTGCTAGATATTTCTGGAAGGAGAAAATAGAACATGTCATT 

tatcaacgtccttagaaagaattcttctagagaaaaagg^^ 

CCGAACATACCATTATAGTCTCI^CTTTCT 
GTGGACTAGAAAGGGAGATTAGATC^GTTTTCTC^ 

TGGTGCCAGG C ACCTGTAGG AAAATCCT^GC^GGTGGAGGTTGCAGTGAGCCC^G ATTATGCC 
ATTGCACTCCAGCCTGGGTGACAGAGCGGGACTCCGTCTC 
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FIGURE 24 

></usr/seqcib2/sst/DNA/Dnaseqs.min/ss.DNA45419 
xsubunit 1 of 1, 373 aa # 1 stop 

><MW: 41281, pi: 8.33, NX(S/T): 3. 

MSLLLLLLLVSYYVGTLGTHTEIKRVAEEKVTLPCHHQI^LPEKDTLDIEWLLTDNEGNQKV 
V I TYS S RH VYNNLTEEQ KGRVAFASNFLAGDASLQ I EPLKPSDEGRYTCKVKNSGRYVWSHV 

ILKyLVRPSKPKCELEGELTEGSDLTLQCESSSGTEPIVYYWQRIREKEGEDERLPPKSRID 
YNHPGRVLLQNLTMSYSGLYQCTAGNEAGKESCVVRVTVQWQSIG1WAGAVTGIVAGALLI 
FLLVWLLIRRKDkERYEEEERPNEIREDAEAPKARLVKPSSSSSGSRSSRSGSSSTRSTANS 
ASRSQRTLSTDAAPQPGIATQAYSLVGPEVRGSEPKKVHHANLTKAETTPSMIPSQSRAFQTV 

Transmembrane domain: 
amino acids 221-254 
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PCTAJS99/05028 



FIGURE 25 

GTCGTTCCTTTGCTCTCTCGCGC^ 

GAGAGCACCCGGAGACGCGGGCTGCAGTCGCGGCGGCTTCTCCCCGCCTGGGCGGCCTCGCC 
GCTGGGCAGGTGCTGAGCGCCCCTAGAGCCTCCCTTGCCGCCTCCCTCCTCTGCCCGGCCGC 
AGCAGTGCACATGGGGTGTTGGAGGTAGATGGGCTCCCGGCCCGGGAGGCGGCGGTGGATGC 
.GGCG CTGGGCAG AAGCAG C CGCCGATTCGAGCTGCCCCGCGCGCCCCGGGCGCCCCTGCGAG 
TCCCCGGTTCAGCCS^^GGACCTCTCCGAGC^GCAGGACCGGCCTCGCCTCCTGC^GCaSC 
ATGGCCCGCCGAGCCACAGCCACGATGATCGCGGGCrrCCCrTCTCCTGCITGGATTCCrTAG 
C ACCACCAC AG CTCAGC CAGAACAGAAGGCCTCGAATCTGATTGGCACATACCGCCATGTTG 
ACCGTGCC AC CGGGC AGGTG CTAACCTGTGAGAAGTGTCCAGCAGGAACCTATGTCTCTGAG 
CATTGTACCAAGACAAGCCTGCGCGTCTGCAGCAGTTGCCCTGTGGGGACCTTTACCAGGCA 
TGAGAATGGCATAGAGAAATGCCATGACTGTAGTCAGCCATGCCCATGGCCAATGATTGAGA 
AATTACCTTGTGCTGCCTTGACTGACCGAGAATGCACITGCCCACCTGGCATGTTCCAGTCr 
AACGCTACCTGTGCCCCCCATACGGTGTGTCCTGTGGGTTGGGGTGTGCGGAAGAAAGGGAC 
AGAGACTGAGGATGTGCGGTGTAAGC^GTGTGCTCGGGGTACCrTCrCAGATGTGGCTTCTA 
GTGTGATGAAATGCAAAGCATACACAGACTGTCTGAGTCAGAACCTGGTGGTGATCAAGCCG 
GGGACCAAGGAGACAGACAACGTCTGTGGCTVCACTCCCGTCCrTCTCCAGCTCCACCTCACC 
TTCGCCTGGCACAGCCATCTTTCCACGCCCrGAGCACATGGAAACCCATGAAGTCCCTTCCT 
CCACTTATGTTCCCAAAGGCATGAACTCAACAGAATCC^^ 

AAGGTACTGAGTAGC^TCCAGGAAGGGACAGtCCCTGACAACACAAGCTCAGCAAGGGGGA^ 

(^AAGACGTGAACAAGACCCTCCCAAACCTTCAGGTAGTeAACCACCAGCAAGGCCCCCACC 

ACAGACACATCCTGAAGCTGCTGCCGTCCATGGAGGCCACTGGGGGCGAGAAGTCCAGCACG 

CCCATCAAGGGCCCCAAGAGGGGAGATCCTAGACAGAACCTACACAAGCATTTTGACATCAA 

TGAGCATTTGCCCTGGATGATTGTGCTTTTCCTGOTGCTGGTGCTTGTGGTGATTGTGGTGT 

GCAGTATCCGGAAAAGGTCGAGGACTCTGAAAAAGGGGCCCCGGCAGGATCCC^GTGCCAT^ 

GTGGAAAAGGCAGGGCTGAAGAAATCCATGAGTCGAACCCAGAACCGGGAGAAATGGATCTA 

CTACTGCAATGGCCATGGTATCGATATCCTGAAGCTTGTAGGAGCCCAAGTGGGAAGCCAGT 

GGAAAGATATCTAtCAGTTTCTTTGCAATGCCAGTGAGAGGGAGGTTGCTGCrTTCTCC 

GGGTACACAGCCGACCACGAGCGGGCCTACGCAGGTCTGCAGCACTGGACCATCCGGGGCCG 

CGAGGCCAGCCTCGCCCAGCTAATTAGCGCCCTGCGCCAGCAGCGGAGAAACGATGTTGTGG 

AGAAGATTCGTGGGCTGATGGAAGAC7VCCACCGAGCTGGAAACTGAGAAACTAGCTCTCCCG 

ATG AG CCCCAG CCCGCTTAGCCCGAGCCCCATCCCCAGCCCCAACGCG AAACTTGAGAATTC 

CGCTCTCCTGACGGTGGAGGCTTCCCCACAGGACAAGAACAAGGGCTTCTTCGTGGATGAGT 

CGGAGCCCCTTCTCCGCTGTGACTCTACATCCAGCGGCTCCTCCGCGCTGAGCAGGAAGGGT 

TCCTTTATTACCAAAGAAAAGAAGGACACAGTGTTGCGGCAGGTAGGCCTGGACCCCTGTGA 

CTTGCAGCCTATCTTTGATGACATGCTCCACTTTCTAAATCCrGAGGAGCTGCGGGTGATTG 

AAGAGATTCCCCAGGCTGAGGAC7UUVCTAGACCGGCTATTCGAAATTATTGGAGTCAAGAGC 

CAGGAAGCCAGCCAGACCCTCCTGGACTCTGTTTATAGCC^TCTTCCrGACCrGCTG22^AA 

CATAGGGATACTGCATTCTGGAAATTACTCAATTTAGTGGCA^ 

TCTGTTTCTGATTTTTGTTGTTTGGGGTGTGTGTGTG 

GTGTGTGTGTGTGTTTAACAGAGAATAT^ 

CTCTTTTTTTTTTAAATAACTCTTCTGGGAAGTTGGTTTATAAGCCTTTGCCAGGTGTAACT 
GTTGTG AAATACCGACCACTAAAGTTTTTTAAGTTCGATATTTTCT CCTTCTTA 
TGTATTTTCAAGATTATTCTGTGCACTTT^ 

CTTTTCCCACACACTGGATTGTGAGGCTCTTAACTTCTTAAAAGTATAATGGCATCTTGTGA 
ATCCTATAAGCAGTCTTTATGTCTCTTAACATTCACACCTACTTTTTAT^ 

TACTATTTTTATTATTGTTTGTCCTTTATAAATTTTCTTAAAGATTAAGAAAATTTAAGACC 
CCATTGAGTTACTGTAATGCAATTCAACITTGAGTTATCTTTTAAATATGTCT^ 
CATATTCATGGCTGAAACTTGACCACACTATTGCTG 
TGTAGAATGCTTGATTACTTGTACTCITCTTATGCTAA^ 

ATCCTCAAG CCATCAGGATTTG CTATTTAAGTGGCITGACAACTGGGCCACC AAAGAACTTG 
AACTTCACCTTTTAGGATTTGAGCTGTTCT 

TCAAGTGCCAGTGGCGGCCTTTCCTVTAGAGAATTTGCCC^GCTTTGCrTTAAAAGATGTCTT 

GTTTTTTATATACACAT7VATCAATAGGTCCAATCTGCTCTCAAGGCCTTGGTCCTGGTGGGA 

TTCCTTCACCAATTACTTTAATTAAAAATGGCTGCAACTGTAAGAACCCtTGTCTGATATAT 
TTGCAACTATGCTCCCATTTACAAATGTACCTTCTAATGCT 

AAGGTGGCGTGGACTCCCTTTGTGTGGGTGGGGTTTGTGGGTAGTGGTGAAGGACCGATATC 
AGAAAAATGCCTTC7VAGTGTACTAATTTATTAAT 
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FIGURE 26 

></usr/ seqdb2/sst/DNA/Dnaseqs . min/ss . DNA52594 
xsubunit 1 of 1, 655 aa, 1 stop 
><MW: 71845, pi: 8.22, NX(S/T): 8 
MGTSPSSSTAIASCSRIARRATATMIAGSLLLLGFLS^ 

QVLTCDKCPAGTYVSEHCTNTSLRVCSSCPVGTFTRHENGIEKOTDCSQPCPWPMIEKLPCA 
ALTDRECTCPPGMFQSNATCAPHTVCPVGW^ 

KAYTDCLSQNLWIKPGTKETDNV^^ 

KGMNSTESNSSASVRPKVLSSIQEGTVPDNTSSARGKEW 

KLLPSMEATGGEKSSTPIKGPKRGHPRQNLHKHFDINEHLPWMIVLFLLLVLW 

SSRTLKKGPRQDPSAIVEKAGLKKSMTPTQNREKWIYYCNGHGIDILKLVAAQVGSQW 
QFLCNASEREVAAFSNGYTADHERAYAALQHWT^ 

LMED^QLETDKLALPMSPSPLSPSPIPSPNAKLENSALLTVEPSPQDKNKGFFVDE^^ 
RCDSTSSGSSALSRNGSFITKEKKDTVLRQV^^ 

AEDKLDRLFEI IGVKSQEASQTLLDSVYSHLPDLL 
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FIGURE 27 

ATGGGAAGCCAGTAACACTGTGGCCTACTATCTCTTCCGTGGTGCCA^ 

CTCGGGAATTATGAGGTAGAGGTGGAGGCGGAGCCGGATGTCAGAGGTCCTGAAATAGTCAC 

C&ISGGGGAAAATGATCCGCCTGCTGTTGAAGCCCCCTTCTCATTCC6ATCGC ' 

TTGATGATTTGAAAATAAGTCCTGTTGCACCAGATGCAGATGCTGTTGCTGCACAGA^ 

TCACTG CTGCC ATTGAAGTTTTTTCCAATCATCGTCATTGGGATC7VTTGCATTGATATTAGC 

ACTGGCCATTGGTGTGGGCATCCACITCGACTGCTCAGGGAAGTACAGATGTCGCT 

TTAAGTGTATCGAGGTGATAGCTCGATGTGACGGAGTCTCGGATTGCAAAGACGGGGAGGAC 

GAGTACCGCTGTGTCCGGGTGGGTGGTCAGAATGCCGTGCTCCAGGTGTTCACAGCTGCTTC 

GTGG AAG ACC ATGTG CTCCG ATGACTGGAAGGGTCAOTACGCAAATGTTGCGTGTGCCCAA^ 

TGGGTTTCCCAAGCTATGTGAGTTCAGATAACCTCAGAGTGAGCTCGCTGGAGGGGCAGTTC 

CGGGAGGAGTTTGTGTCGATCGATCACCrCTTGCCA^GATGACAAGGTGACTGCATTAGACCA 

CTCAGTATATGTGAGGGAGGGATGTGCCTCTGGCCACGTC^TTACCrtGGAGTGCACAGC 

GTGGTCATAGAAGGGGCTACAGCTCACGCATCGTGGGTGGAAACATGTCCrTGCTCTCGCAG 
TGGCCCTGGCAGGCCAGCCITCAGTTCCAGGGCTACCACCT 

GCCCCTGTGGATCTlTCACTGCTGCACACTGTGTTTATGACTTGTACCrCCCCAA 

CCATCCAGGTGGGTCTAGTTTCCCTGTTGGACAATCCAGCCGCATCCCACTTGGTGGAGAAG 
ATTGTCTACCACAGCAAGTACAAGCCAAAGAGGCrrGGGG^ 

GGCCGGGCCACTCACGTTCAATGAAATGATCCAGCGTGTGTGGCTGCCCAACTGTGAAGAGA 
ACTTCCCCGATGGAAAAGTGTGCTGGACGTCAGGATGGGGGGCCACAGAGGATGGAGGTGAC 
GCCTCCCCTGTCCTGAACCACGCGGCCGTCCCTTTGATTTCCAACAAGATCTGCAACCACAG 
GGACGTGTACGGTGGCATCATCTCCCCCTCCATGCTCTGCGCGGGCTACCTGACGGGTGGCG 
TGGACAGCTG C CAGGGGGACAGCGGGGGGCCCCTGGTGTGTCAAGAGAGGAGGCTGTGGAAG 
TTAGTGGGAG CG ACCAG CTTTGGCATCGGCTGCGCAGAGGTGAACAAGCCTGGGGTGTACAC 
CCGTGTCACCTCCTTCCTGGACTGGATCC7VCGAG(^GATGGAGAGAGACCrAAAAACGIS&A 
GAGGAAGGGGACAAGTAGCCACCTGAGTTCCTCAGGTGATGAAGACAGCCCGATCCtCCCCT 
GGACTCCCGTGTAGGAACCTGCACACGAGCAGACACCCTTGGAGCTGTGAGTTCCGGCAGCA 
GTAGCAGGCCCGAAAGAGGCACCCTTCCATCTGATTCCAGCACAACCTTC3^ 

GTTTTTTGTTTTTTTGAGGTGGAGTCTCGCTCTGtTGCCCAGGCTGGAGTGCAGTGGCGAAA 
TCCCTGCTCACTGCAGCCTCCGCTTCCCTGGTTCAAGCGATTCTCTTGCCTCAGCTTCCCCA 
GTAGCTGGGACCACAGGTGCCCGCCACCACACCC7VACTAATTTTTGTATTTTTAGTAGAGAC 
AGGGTTTCACC ATGTTGGCC AGGCTGCTCTCAAACCCCTGACCTCAAATGATGTGCCTG CTT 
GAGCCTC CCACAGTG CTGGGATTACAGGCATGGGCCACCACG CCTAGCCTCACGCTCCTTTC 
TGATCTTCACTAAGAACAAAAGAAGCAGGAACTTGCAAGGGC 

CrGGTTTTCTCTCCAGGGTCTTGCAAAATTCCTGACGAGATAAqcAGTTATGTGACCTCACG 

TGCAAAGCCACCAACAGCCACTCAGAAAAGACGCACCAGCCGAGAAGTGCAGAACTGCAGTC 

ACTGCACGTTTTCTVTCTCTAGGGACC^GAACCAAACCCACCCITTCrACTO 

TTTCACATGTGGGGAGGTTAATCTAGGAATGACTGGTTTAAGGC 

TGTAGCATTTGGTGCTTGACGTATTATTGTCCTfTTGATTC 

GATTGTCTGGCGTGTCTGCGTGGACTGGTGACGTGAATCAAAATC^ 
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FIGURE 28 



>< / us r / s eqdb2 / s s t / DNA/Dna seqs . mi n/ s s . DNA4 5 2 3 4 
xsubunit 1 of l, 453 aa, 1 stop 
><MW: 49334, pi: 6.32, NX(S/T).i 1 

MGEND P P AVE AP FS FRS LFGLDDLKI S PVAPDADAVAAQ I LSLLPLKFFP I IVIGI IALILA 

LAI GLG I HFDCSGKYRCRS SFKCIELI ARCT)GVSDCKIX3EDEYRCVRVGGQNAVIjQVFTAAS 

WKTMCSDDWKGHYAWACAQLGFPSYVSSDNLRVSSLEGQFRE.EFVSIDHLLPDDKVTALHH 
SVYVREGC^SGHVVTLQCTACGHRRGYSSRIV^^ 

PLWIITAAHCVYDLYLPKSWTIQVGLVSLLDNPAPSHLVEKiVYHSKYKPKRLGNDIALMKL 
AGPLTFNEMIQPVCLPNSEENFPDGKVCWTSGWGATEI^^ 

DVYGGIISPSMLCAGYLTGGVDSCO^DSGGPLVC^ERRLWKLVGATSFGIGCAEVNKPGVy^ 
RVTSFLDWIHEQMERDLKT 




WO 99/46281 PCT/US99/05028 

FIGURE 29 

CGCACGCGTCCGTCCTAGTCCCCGGGCO^CTCGGA(^GTTTGCTCATTTATTGCAAa50Tr 

TTTTTTAAAAATGAAAGGCTAGAAGAGCTCAGCGGCGGCGCGGGCGCTGCGCGAGGGCrcCG 
GAGCTGACTCGCCGAGGCAGGAAATCCCTCC^TCGCGACGCCCGGCCCCGGCTCGGCGCCC 
GCGTGGGATGGTGCAGCGCTCGCCGCCGGGCCCGAGAGCTGCTGCACTGAAGGCCGGGGACG 
A^GCAGCGCGCCCGCTGCCCGTGTCCCCCGCCCGCGCCCTCCTGCTCGCCCTGGGCGGTGC 

TTGTCAGTGCCTCTGTTCGGAGTGGGGACCTCTGGATCCCAGTGAAGAGCTTCGACTCCAAG 
■AATCATCCAGAAGTGCTGAATATTCGACTACAACGGGAAAGCAAAGAACIX5ATCA 
GGAAAGAAATGAAGGTCTCATTGCC^GCAGTTTCACGGAAACCC^CTATCTGCAAGA^T^ 
™^ TCTCCOTCGCTCGAAA ™^^ 

TATTCTGATTCAGCAGTCAGTCTC^GCACGTGTTCTGGTCt^GGCKSACTTATOTGT^A 

A^TGAAAGCTATGTCTTAGAACCAATGAAAAGTGCAACCAACAGATACAAACTCTTCCGAG 

CGAAGAAGCTGAAAAGCGTCCGGGGATCATGTGGATCACATCACAACACACCAAACCTCGCT 
GCAAAGAATGTGTTTCCACCACCCrrCT^^ 

^ GG ™ C J AAGTATGTGGAGCTGGTGATCGTGGCAGAC ^ 

GAAAAGATCTGGAAAAAGTTAAGCAGCGATTAATAGAGATTGCTAATCACGTTGACAAG^T 

I^™ ACCACTGAACATTCGGATCGTG ^ GTAGGC GTGGAAGTGTG^ 

A ^ GG ^ CTGTAAGTCAGGACCCA ^ CACCAGCCTGG ATGAATTTCT^ 

AGCTTCTACCTCGCAAATCCCATGACAATGCGCAGCTTGTCAGTGGGGTTTAT^C^GGG 

™ AGCATCGGCAtGGCCCCAATCATGAGCATGTGGAGG ^ 
CA * GGAC ^ ATTCAGACAATCC ^ 

ATTTCGGGATGAATCATGACACACTGGACAGGGGCrroTAGCTGTCAA^ 

GGAGGCTGCATCATGAACGCITCCACCGGGTACCCATTTCCC^TGGTGTTCAGCAGTT 
CAGGAAGGACTTGGAGACCAGCCTGGAGAAAGGAATGGGGGTGTGCCTGTTTAACCTGCf^f^ 
AAGTCAGGGAGTCTTTCGGGGGCCAGAAGTGTGGGAAC^GATTTGTGGAAGAA^AGAGGAr 
TGTGACTGTGGGGAGCCAGAGGAATCTATGAATCGCTGCTGCAATGC^ 

^S C ™ GGCTGTGTGCGCACATGGGCTGTGCTCT ^ 

GAACAGCGTGCAGGGACTCCAGCAACTCCTGTGACCTCCC^GAGTTCTGCACA^GCCA^r 

^^ AC ^ GCCCAGCCAATGTGTACCTGCACGATGGGC ^ 
CTGCTA^TGGCATCTGCCAGACT^C^ 

^ aaacctgcccctgggatctg ™ gagagag tcaattctgca^ 

TGTGGCyU^GTCTCGAAGAGTTCCTTTGCCAAATGCGAGATGAGAGATGCTAAATG 
AATeCAGTGTCAAGGAGGTGCCAGCCGGCC^GTCATTC^TACCAA^ 

c^catccctctgcagcaaggaggccggattctgtgccgggggaccca6gtgta^gggc 

GATGACATGCCGGACCCAGGGCTTGTGCTTG^^ 
CCTGAATCGTCAATGTCAAAATATTAGTC^^ 

A S?2S GAGGGGTGTGCAACAACAGG ^ 

TTCTGTGACAAGTTTGGCTTTGGAGGAAGCACAGACAGCGGCCCCATCCGGG^G^ 
AAGGCAGC^GCTGCAGAGTCCAAC^^ 

AGGAGCATGCGTCTACTGCCTC^ra 

SAGC^GTGCTGCTGCAGAGGAGCTCAaS^^ 

CTOTGTC^CTTTGCCATCGTTrCCATGAGAACA(3ACA^ 

S AAGTCCAGCCTACCAGGCACGTCTGCAGAAACAG TGCAA^ 

S^S^^gctawcatg^^ 

CACTCTGGCAGGCCCCAGCGCTCX^GCA^^ 

^ a SS ctccacagcagtgggggagaagg aagggttggg 

S^ GAGCGTTGGCAGCCCTGATGAC T G CTGTGTGGCT^ 
TTTTAGCATTTATTATATGAAAATACK^^ 

AG o CA ^ CCATGTCCATCCAAGCAAAC T G AATGGC^ 

2 AGAAAGGGCGGTGAACTC ^^ 

£SIg^^^ 
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FIGURE 30 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA49624 
Xsubunit 1 of 1, 735 aa, 1 stop 

><MW: 80177, pi: 7.08, NX (S/T) : 5 

MAARPLPVSPARALLIAIAGALLAPCEARGVSLWNQGRADEWSASVRSGDLWIPVK 

NHPEVLNIRLQRESKELIINLERNEGLIASSFTETHYLQDGTDVSLARNYTGHCYYHGHVRG 

YSDSAVSLSTCSGLRGLIVFENESYVLEPMKSATNRYKLFPAKKLKSVRGSCGSHHNTPNLA 
AKNVFP PP S QT WARRHKRETLKATKYVELVI VADNKEFQRQGKDLEKVKQRI, I E I ANHVDKF 

YRPLNIRIVLVGVEVWNDMDKCSVSQDPFTSLHEFLDWRKMKLLPRKSHDNAQLVSGVYFQG 
TTIGMAPIMSMCTADQSGGIVMDHSDNPLGAAVTI^LGHNFGMNHDTLDRGCSCQMAVEK 
GGC IMNAS TGY P FPMVFSSCSRKDLETSLEKGMGVCLFNLPEVRES FGGQKCGNRFVEEGEE 

CDCGEPEECMNRCCNATTCTLKPDAVCAHGLCCEDCQLKPAGTACRDSSNSCDLPEFCTGAS 

PHCPANVYLHDGHSCQDVDGYCYNGICQTHEQQGVTLWGPGAKPAPGICFERVNSAGDPYGN 

CGKVSKSSFAKCEMRDAKCGKIQCQGGASRPVIGTNAVSIETNIPLQQGGRILCRGTHVYLG 

DDMPDPGLVIAGTKCADGKICLNRQGQNISVFGVHECAMQCHGRGVCNNRKNCHCEAHWAPP 
FCDKFGFGGSTDSGPIRQAEARQEAAESNRERGQGQEPVGSQEHASTASLTLI 
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FIGURE 31 

TCCCAAGGCTTCTTGGATGGCAGATGATTNTGGGGTTTTGCATTGTTTCCCTGACAACGAAA 
ACAAAACAGTTTTGGGGGTTCAGGAGGGGAANTCCAGCCTACCCAGGAAGTTTGCAGAAACA 
GTGCAAGGAAGGGCAGGANTTCCTGGTTGAGNTTtTTGNTAAAACATGGACATGNTTCAGTG 
CTGCTCNTGAGAGAGTAGCAGGTTACCACTTTTGGCAGGCCCCAGCCCTGCAGCAAGGAGGA 
AGAGGACTCAAAAGTTTGGCCTTTCACTGAGCCTCCACAGCAGTGGGGGAGAAGCAAGGGTT 
GGGCCCAGTGTCCCCTTTCCCCAGTGAC^CCTCAGCCTTGGCAGCCCTGATAACTGGTNTNT 
GGCTGCAANTTAATGCTNTGATATGGCfTTTAGGATTTATTATATGAAAATAGCAGGGTTTT 
AGTTTTTAATTTATCAGAGACCCTGCCACCCATTCCATNTCCATCCAAG 
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FIGURE 32 



PCTAJS99/05028 



CATCCTGCAACATGGTGAAACCACGCCTGGCTAATTTTGTTGTA 

TTTCACCGTGTTAGCCAGGATTGTCTCAATCTGACCTCATGAT 

AAAGTGCTGGGATTACAGGCGAGTGGAACCACACCCGGCCACAAACTTTTTAAGA 

GAAACCATACCTTTTAC^TTTTTAATGACAGGAAAATGCTCACAATAATTGTTAA 

TTCTGGATACAAAAGTACAATCITTACTGTGTAJUVT^ 

TACCAAATATCAATAATACTTATCTCTGGGTAAAAACCTCTTC 

CTTTTAACAAAAAATTTGCATCACTTTTAAGAATCAAGAAAAATTTCT 

AC^GAAAAAAAAACCAAGGGAAAAATCACGCCACTTGGGAAAAAAAGATT 

TTTTATAGATTTGTAATTAATAAGGTCCTAGGCTTTCTAAGCAACTTAAAT^ 

AACAAAGTACTTGTCTGGATGTAGGAGGAAAGGGAGTC^ 

TTGAATATAAGACCCTACTTGCTATCTCCCCTGCACC^ 

ACACTGAGCAGCAAGCTGGACACACGGC^CACT 

TGCTCATTCTGGGTCTGCTACITCTGGCGCrGCTC^ 

CCTTTAACCAGTATGCCGGAAGCTACTGCAGCCGAAACC^^ 

ACAGCCTACAGCCGGTCTCCTTGTGGTGTTGCTTGCCCTTCTACATCrrCTACC^ 

CAGGTCAAG^J^CAGCTACAGTTCTCCAACCCATAC^CTAAAACa3AA^ 

AGAAGTTCAATGTGGCAAGGAAAAAAACCAC^TCTTCATCAAATCTACTA 

ATTAACAGAGAAACGCTTGAGAGTCTC^WUVCTGGAC 

GACTAGATGATAAATGCCTGTACTCCCAGTACTTTG^ 

AGGTCAGGAGTTTGAGACTAACCTGGCCAAAATGGTGAAACCCCATCTGTACTAAAAATACA 

AATATTGACTGGGCGTGGTGGTGAGTGCCTGTGATCCCAGCTACTCAGGTGGCTGAAGCAGG 
ACAATCACTTGAACTCAGGAGGCAGAGGTTGC^ 

GCCTAGCCTGGGCAACAGAGTGAGACTTCGTCTCAAAAAAAAAAAAGCC^GTGCAGTGGCT 
CACGCCTGTAATCCCGGCACTTTGGGAGGCCGAGGTGGGCGGATCACGAGGTC^ 
r AGACCATCCTGGGTAATACAGTGAAACCCTGTCTCTACTAAAAATACAA 
GATGGTGGCAGGCACCTGGAGTCCCAGCTACTCGGG 
CTCAGGAGGCGGAGCTTGCAGTGAGCCGAGAT^ 
CGCGAGACTCCGTCTCAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 33 

></usr/seqdb2/sst/DNA/Driaseqs . min/ss . DNA48309 
xsubunit 1 of 1, 67 aa, 1 stop 
><MW; 6981/ pi: 7.47, NX(S/T): 0 
MGKGMVAMLI LGLLLLMiLLPVQVSSFVPLT^ 
LHLYH 
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FIGURE 34 



GCCGCGGCGAGAGCGCGCCCAGCCCCGCCGCGATQCCCGCGCGCCCAGGACGGCTCCTCCCG 

CTGCTGGCCCGGCCGGCGGCCCTGACTGCGCTGCTGCTGCTGCTGCTGGGCCATGGCGGCGG 

CGGGCGCTGGGGCGCCCGGGCCCAGGAGGCGGCGGCGGCGGCGGCGGACGGGCCCCCCGCGG 

CAGACGGCGAGGACGGACAGGACCCGCACAGCAAGCACCTGTACACGGCCGACATGTTCAGG 

CACGGGATCCAGAGCGCCGCGCACTTCGTCATGTTCTTCGCGCCCTGGTGTGGACACTGCCA 

GCGGCTGCAGCCGACTTGGAATGACGTGGGAGACAAATACAACAGCATGGAAGATGCCAAAG 

TCTATGTGGCTAAAGTGGACTGCACGGCCCACTCCGACGTGTGCTCCGCCCAGGGGGTGCGA 

GGATACCCGACCTTAAAGCTTTTCAAGCCAGGCCAAGAAGCTGTGAAGTACCAGGGTCCTCG 

GGAC t T CCAGACAC TGGAAAACTGGATGCTGCAGACACTGAACGAGGAGCCAGTGACACCAG 

AGCCGGAAGTGGAACCGGCCAGTGCCCCCGAGCTCAAGCAAGGGCTGTATGAGCTCTCAGCA 

AGCAACTTTGAGCTGCACGTTGCACAAGGCGACCACTTTATCAAGTTCTTCGCTCCGTGGTG 

TGGTCAGTGCAAAGCCCTGGCTCCAACCTGGGAGCAGCTGGCTCTGGGCCTTGAACATTCCG 

AAACTGTCAAGATTGGCAAGGTTGATTGTACACAGCACTATGAACTCTGCTCCGGAAACCAG 

GTTCGTGGCTATCCCACTCTTCTCTGGTTCCGAGATGGGAAAAAGGTGGATCAGTACAAGGG 

AAAGCGGGATTTGGAGTCACTGAGGGAG!TACGTGGAGTCGCAGCTGCAGCGCACAGAGACTG 

GAGCGACGGAGACCGTeACGCCCTCAGAGGCCCCGGTGCTGGCAGCTGAGCCCGAGGCTGAC 

AAGGGCACTGTGTTGGCACTCACTGAAAATAAGTTCGATGACACCATTGCAGAAGGAAT7VAC 

CTTCATCAAGTTTTATGCTCCATGGTGTGGTCATTGTAAGACTCTGGCTCCTACTTGGGAGG 

AACTCTCTAAAAAGGAATTCCCTGGTCTGGCGGGGGTCAAGATCGCCGAAGTAGACTGCACT 

GCTGAACGGAATATCTGCAGCAAGTATTCGGTACGAGGCTACCCCACGTTATTGCTTTTCCG 

AGGAGGGAAG AAAG T CAG T G AGCACAGTGGAGGC AGAGACC TTGACTCGT TACACCGC T T T G 

TCCTGAGCCAAGCGAAAGACGAACTTTASG7UVCACAGTTGGAGGTCACCTCTCCTGCCCAGC 

TCCCGCACCCTGCGTTTAGGAGTTCAGTCCCACAGAGGCCACTGGGTTCCCAGTGGTGGCTG 

TTCAGAAAGCAGAAGATACTAAGCGTGAGGTATCTTCTTTGTGTGTGTGTTTTCCAAGCCAA 

CAC AC TC TACAGAT TCTT TAT T AAGTTAAGTT TCTCTAAGT AAATGTGTAACTCATGGTCAC 

TGTGTAAACATTTTCAGTGGCGATATATCCCCTTTGACCTTCTCTTGATGAAATTTACATGG 

TTTCCTTTGAGACTAAAATAGCGTTGAGGGAAATGAAATTGCTGGACTATTTGTGGCTCCTG 

AGTTGAGTGATTTTGGTG7VAAGAAAGCACATCCAAAGCATAGTTTACCTGCCCACGAGTTGT 

GGAAAGGTGGGCTTGTGGCAGTATTGACGTTCCTCTGATCTTAAGGTCACAGTTGACTCAAT 

AC TG TGT TG GT C C GT AG C ATGGAGCAGATTGAAATGCAAAAACCCACACC TC TGGAAGATAC 

CTTCACGGCCGCTGCTGGAGCTTCTGTTGCTGTGAATACTTCTCTCAGTGTGAGAGGTTAGC 

CGTGATGAAAGCAGCGTTACTTCTGACCGTGCCTGAGTAAGAGAATGCTGATGCCATAACTT 

TATGTGfCGATACTTGTCAAATCAGTTACTGTTCAGGGGATCCTTCTGTTTCTCACGGGGTG 

AAACATGTCTTTAGTTCCTCATGTTAACACGAAGCCAGAGGCCACATGAACTGTTGGATGTC 

TTCCTTAGAAAGGGTAGGCATGGAAAATTCCACGAGGCTCATTCTCAGTATCTCATTAACTC 

ATTGAAAGATTCC^GTTGTATTTGTC^CCTGGGGTGACAAGACCAGACAGGCTTTCCCAGGC 

CTGGGTATCCAGGGAGGCTCTGCAGCCCTGCTGAAGGGCCCTAACTAGAGTTCTAGAGTTTC 

TGATTCTGTTTCTCAGTAGTCCTTTTAGAGGCTTGCTATACTTGGTCTGCTTCAAGGAGGTC 

GACCTTCTAATGTATG7y^GAATGGGATGCATTTGATCTC^VAGACCAAAGACAGATGTCAGTG 

GGCTGCTCtGGCCCTGGTGTGCACGGCTGTGGCAGCTGTTGATGCCAGTGTCCTCTAACTCA 

TGCTGTCCTTGTGATTAAACAGCTCTATCTCCCTTGGGAATAAGCACATACAGGCTTAAGCT. 

CTAAGATAGATAGGTGTTTGTCCTTTTACCATCGAGCTACTTCCCATAATAACCACTTTGCA 

T CCAAC AC TCT TC ACC C ACC TCCCATACGCAAGGGGATGTGGATACT T GGCCCAAAGTAACT 

GGTGGTAGGAATCTTAG7VAACAAGACCACTTATACTGTCTGTCTGAGGCAGAAGAT7VACAGC 

AGCATCTCGACCAGCCTCTGCCTTAAAGiGAAATCTTTATTAATCACGTATGGTTCACAGATA 

AT T CT T T T T TT AAAAATUiCC CAAG C TCCTAGAGAAGCACAAC TGTC AAGAGTC T TGT ACACA 

CAACTTCAGCTTTGCATCACGAGTCTTGTATTCCAAG7VAAATCAAAGTGGTACAATTTGTTT 

GTTTACACTATGATACTTTCTA7VATAAACTCTTTTTTTTTAA 
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FIGURE 35 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss .DNA46776 
xsubunit 1 of 1, 432 aa, 1 sftop 
><MW: 47629, pi: 5.90, NX(S/T) : 0 
MPARPGRLLPLLARPAALTALLIJ^ 

KHLYT ADMFTHG I QSAAHFVMFFAPWCGHCQIUiQPTWNDI^DK^ 
SDVCSAQGVTIGYPTLKLFKPGQEAVKYQGPRDFQTLEN^^ 
LKQGLYELSASNFELHVAQGDHFIKFFAPWCGHCKAIA^ 
QHYELCSGNQVRGYPTLLWFRDGKKVDQ^ 

PVLAAEPEADKGTVLALTENNFDDTI AEGITFI KFYAPWCGHCKTLAPTWEELSKKEFPGLA 
GVKIAEVDCTAERNICSKYSVRGYPTLIJ^FRGGKKVSE^^ 
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FIGURE 36 

cttttctgaggaaccacagcamgaatggctttgcatccttgcttc 

cctcctggtactatttcttttgcaaattcagagtctgggtctggatattgatagccgtccta 
ccgctgaagtctgtgccacacacacaatttcaccaggacccaaaggagatgatggtgaaaaa 
ggagatccaggagaagagggaaagcatggca7vagtgggacgcatggggccgaaaggaattaa 
aggagaactgggtgatatgggagatcagggcaatattggcaagagtgggcccattgggaaga 
agggtgacaaaggggaaaaaggtttgcttggaatacctggagaaaaaggcaaagcaggtact 
gtctgtgattgtggaagataccggaaatttgttggacaa:ctggatattagtattgctcggct 
c aagacatc t atgaagt t tg tc aagaatgtgatagcagggatt agggaaactgaagagaaat 
tctactac^tcgtgcaggaagagaagaact 

ggtggaatgctagccatgcgcaaggatgaagctgccaacagactcatcgctgactatgttgc 
caagagtggcttctttcgggtgttcattggcgtgaatgaccttgaaagggagggacagtaca 
tgtccacagacaacactccactgcagaactatagcaactggaatgagggggaacccagcgac 
ccctatggtcatgaggactgtgtggagatgctgagctctggcagatggaatgacacagagtg 
ccatcttaccatgtactttgtctgtgagttcatcaagaagaaaaagt^acttccctcatcct 
acgtatttgctattttcctgtgaccgtcattacagttattgttatccatgctttttttcctg 
attgtactacatttgatctgagtcaacataggtagaa7\atgctaaactgaggtatggagcct 

CCATCATCAAAAAAAAAAAAAAAA 
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FIG UR E 37 



></usr/ seqdb2/ sst/DNA/Dnaseqs .min/ss . DNA50980 
xsubunit 1 of 1, 277 aa, 1 stop 
><MW: 30645, pi: 7.47, NX(S/T): 2 

MNGFASLLRRNQFILLVLFLLQIQSLGLDIDSRPTAEVCATHTISPGPKGDDGEKGDPGEEG 
KHGKVG^GPKGIKGELGDMGDQGNIGKTGPIGKKGDKGEKGLIjGIPGEKGKAGTVCDCGRY 
RKFVGQLDI S I ARLKTSMKFVKNVIAGIRETEEKFYYIVQEEKNYRESLTHCRIRGGMLAMP 
KDEAANTLIADYVAKSGFFRVFIGVNDLEREGQTO 
VEMLSSGRWNDTECHLTMYFVCEF I KKKK 
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FIGURE 38 

GGTTCTATCGATTCGAATTCGGCCACACTGGCCGGATCCTCTAGAGATCCCTCGACCTCGAC 

CCACGCGTCCGCTGCTCTCCGCCCGTGTGGAGTGGTGGGGGCCTGGGTGGGAAIGGGCGTGT 

GCCAGCGCACGCGCGCTCCCTGGAAGGAGAAGTCTCAGCTAGAACGAGCGGCCCTAGGTTTT 

CGGAAGGGAGGATCAGGGATGTTTGCGAGCGGCTGGAACCAGACGGTGCCGATAGAGGAAGC 

GGGCTCCATGGCTGCCGTCCTGCrcCTGCCCCTGCTGCTGTTGCTACCGCIXS 

AGCTACACCTGTGGCCGCAGTTGCX3CriX3GCTTCCGGCGGACTTGGGCTTTGCGGTGCX3AGOT 

CTGTGCTGCAAAAGGGCTCTTCGAGCTCGCGCCCTGGCCX3CGGCTGCCGCCGACCCGGAAGG 

TCCCGAGGGGGGCTGCAGCCTGGCCTGGCGCCTCGCGGAACTGGCCCAGCAGCGCGCCGCGC 

AC^CCTTTCTCATTCACGGCTCGCXMCGCTTTAGCrACTCAGAGGCGGAGCGCGAGAGTAAC 

AGGGCTGCACGCGCCTTCCTACGTGCGCTAGGCTGGGAGTGGGGACCCGACGGCGGCGACAG 

CGGCGAGGGGAGCGCTGGAGAAGGCGAGCGGGCAGGGCCGGGAGCCGGAGATGCAGCGGCCG 

GAAGCGGCGCGGAGTTTGCCGGAGGGGACX3GTGCCGCCAGAGGTGGAGGAGCCGCCGCCCCT 

GTGTCACCTGGAGCAACTGTGGCGCTGCTCCTCCCCGCTGGCCCAGAGTTTCTGTGGCTCTG 

GTTCGGGCTGGCCAAGGCGGGCCTGCGCACTGCCTTTGTGCCCACCXX!CCTGCGCCGGGGCC 

CCCTGCTGCACTGCCTGCGCAGCTGCGGCGCX3CGCGCGCrGGTGCTGG<^CCAGAGTTTCTG 

GAGTCCCTGGAGCCGGACCTGCCCGCCCTGAGAGCCATGGGGCTCCACCIX3TGGGCTGCAGG 

CCCAGGAACCCACCCTGCTGGAATTAGGGATTTGCTGGCTGAAGTGTCCGCTGAAGTGGATG 

GGCCAGTGCCAGGATACCTCTCTTCCCCCGAGAGCATAACAGACACGTGCCTGTACATCTTC 

ACCTCTGGCACCACGGGCCTCCCCAAGGCTGCTCGGATCAGTCATCTGAAGATCCTGCAATG 

CCAGGGCTTCTATCAGCTGTGTGGTGTCCACCAGGAAGATGTGATCTACCTCGCCCTCCCAG 

TCTACCACATGTCCGGTTCCCTGCTGGGCATCGTGGGGTGCATGGGCATTGGGGGCACAGTG 

GTGCTGAAATCCAAGTTCTCGGCTGGTCAGTTCTGGGAAGATTGGCAGCAGCAGAGGGTGAC 

ggtgttcc^gtacattggggagctgtgccgataccttgtcaaccagcccccgagcaaggcag 

AACGTGGCCATAAGGTCCGGCTGGCAGTGGGCAGGGGGCTGCGCCCAGATACCTGGGAGCGT 

TTTGTGCGGCGCTTCGGGCCCCKXAGGTGCIX3GAGACATATGGACTGAC^GAGGGCAACGT 

GGCCACCATC^UVCTACACAGGAGAGGGGGGCGCTGTGGGGCGTGCTTCCIXMCITTACAAGC 

ATATCTTCCCCTTCTCCTTGATTCGCTATGATGTGACCACAGGAGAGCCAATTCGGGACCCC 

CAGGGGCACTGTATGGCCACATCTCCAGGTGAGCCAGGGCTGCTGGTGGCCCCGGTAAGCCA 

GC^GTCCCCATTCCTGGGCTATGC1X3GCGGGCCAGAGCTGGCCCAGGGGAAGTT^3CTAAAGG 

ATGTCTTCCGGCCTGGGGATGTTTTCTTCAACACTGGGGACCTGCTGGTCTGCGATGACCAA 

GGTTTTCTCCGCTTCCATGATCGTACTGGAGACACCTTCAGGTGGAAGGGGGAGAATGTGGC 

CACAACCGAGGTGGCAGAGGTCTTCGAGGCCCTAGATTTTCTTCaGGAGGTGAACGTCTATG 

GAGTCACTGTGCCAGGGCATGAAGGCAGGGCTGGAATGGCAGCCCTAGTTGTGCGTCCCCCC 

CAGGCITTGGACCTTATGCAGCTCrAGACCCACGTGTCTGAGAACTTGCCACCrTATGCCCG 

GCCCCGATTCCTCAGGCTCC^GGAGTCTTTGGCCACCACAGAGACCTTCAAACAGCAGAAAG 

TTCGGATGGCAAATGAGGGCTTCGACCCCAGC^CCCTGTCTGACGCACrGTACGTTCTGGAC 

CAGGCTGTAGGTGCCTACCTGCCCCTCACAACrGCCCGGTAC^GCGCCCTCCIX^CAGGAAA 

CCTTCGAATCIG^GAAGTTCC^CACCK^GGCACCTGAGAGAGGAACrrCTGTGGGGTGGGGG 

CCGTTGCAGGTGTACTGGGCTGTCAGGGATCTTTTCTATACCAGAAGTGOMTCACTATTTT 

GTAATAAATGTGGCTGGAGCTGATCCAGCTGTCrCTGACCTAAAAA^AAAAAAAAAAAAAAA 

AAAAAAAAAGKSGCGGCCGCGACTCTAGAGTCXSACCTGCAGTAGGGATAACAGGGTAATAAGC 
TTGGCCGCCATGGCCCAACTTGTTTATTGCAG 
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FIGURE 3Q 

>< /usr/seqdb2/sst/DNA/Dnaseqs . min/ss . DNA50913 
xsubunit 1 of 1, 730 aa, 1 stop 
><MW: 78644, pi: 7.65. NX(S/T): 2 
MGVCQRTRAPWKEKSQLERAALGFRK^ 

LLLKLHLWPQLRWLPADLAFAVRALCCKRALRARALAAAAADPEGPEGGCSLAWRL^ 

RAAHTFL I HGSRRFS YSEAERESNRAARAFLRALGVTOWGPIXX3DSGEGSAGEGERAAPGAGD 
AAAGSGAEFAGGDGAARGGGAAAPLSPGATVALIjLPAGPEFL 

RRG PLLHCLR SCGARALVLAPEFLESLE PDLPALRAMGLHLWAAGPGTH PAGI SDLLAEVSA 
EVDGPVPGYLSSPQSITDTCLYIFTSGTTGLPKAARISHLKILQCC^FYQLCGVHQ^ 
ALPLYHMSGSLLGIVGCMGIGATVVLKSKFSAGQFWEDC^HRVTVFQYIGELCRYLVNQPP 
SKAERGHKVRIAVGSGLRPDTWERFVRRFGPIK3VLETYGLTEGNVATINYTGQRGAVGRASW 

LYKHIFPFSLIRYDyTTGEPIRDPO^eMATSPGEPGLLVAPVSQQSPFLGYAGGPEIAQGK 
LLKDVFRPGDVFFOTGDLLVCDDQGFLR 

NVYGVTVPGHEGRAGMAALVLRPPHALDLMQLYTHySENLPPYARPRFI^^ 
OJQKVRMANEGFDPSTLSDPLYVLDQAVGAYLPLTTARYSAIiLAGNLRI 

Signal peptide: 
aa 1-42 

cAMP- and cGMP-dependent protein kinase phosphorylation site 
starting at aa 136 

CUB domain protein motif 
aa 254-261 

putative AMP-binding domain siganture 
aa 332-343 

N-glycosylation sites 
aa 37-40 and 483-486 
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FIGURE 4Q 



£S?Srr™ GAGGAGC ^^ 



^ST5? C ™^ GTT TCCTGAGCGCAGTC(^GAGGGCTGCGCTC^CGTCCCCTCGG 

M5GAGCGCGCCG 

-CGTGGGGTTTA 
rTCTTCCCCTCT 

PGCGGAGACIOTP 

AAGGGATTCAGCCTGGCGGACATCCCCTAC^AGATCGCAGGGG^ 



ICTGGATTTGTATG 

TCCCCGCC^GGCG^^^ 



£^S7^5 A 29^??^GGTGAAGAGCG(^CCGK3CCGTGGGGTTTACCGAGCTOGA 



:gcgaggcgtacggtgcg 



^ wTS^^^^^^ A ^ A ^GCTGGACCACAGAAATGGAAGACAAGTTAAGC<ZAACAAAr f«a a ar» 
^S^r GAAAACCTTGTGGAAGAGACAAGCC ATTTTGTGCGj 

3I AAGAAATTTGACGAA TTTTTCCGAGAGCTCCT(^AGAATGCAGA^^ 
? A I^S AGGGACCTATGGCATGCTCTACATGCAG ^ 

TCACAGAGCTGAAAAGGTACTACACTGGGGGTAATGTGAATOTGGAGGAAATGCTr 

^ A ?J A ^ GGAATGTGTGAGC ^ TA ^ CTGAC ^ G CTCAAG 

GGAAACTGAAGATTCAGGTTACCCGCGCGTTCATTGCTGCCAGGACCT^Tr^^ 
ACrdTCtann s^^^ r*™~ „ » » , . L1 ^<~(_av*»AL.l_ rXTGTCCAGGGGCTG 



A SI5I2 GG ? AGAGAAGTTG C^^CCGAGTOCCAAGGT 
TQCAATCTGTTTATAGATGCAA^ 



SS GA IS GCCCGCTCAGCTCCTGAAAA ™ 
GG ^ GACCAACAACTGCTGCAGGGACAAGC ^T^CC^^ 

aattgaagctctctaaaaaggtctggtcagcattaccctacactatctcSa^ 
gtgacagcgggcacgtccaacgaggag^tgS^ 



ccgtgtgatgaccaacaaa 



SS C ^2 AGATCATGAATGATGGG CTCACCAACCAGATCAACAATCCCGAGG^ 

^ ctcggcctga cactttcatcagacagcagattatggc^ gaggtggatgtggaca 

™ A ^ AAAACGCCTACAATGGCAM 

ctcagggagtggcagtgggtgcatggatgacgtgtgtccg gatgaatccagtgg 

SctcSgCT^^ 

™,^»~,i£ GGT ^ GATGAA ^^ 

TTCTTACACTCTTGGACAAtGGACCATCCCACAAAAA< ^c^ACTCACTTCTT 



IGACTCTTCTGCAGCCCAGCGTGGC 
'GGCACTGCAGAGACTGTGCAGATA 
ATCTGAATGGCCAACTCACTTCTT 



4o/ 
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PCT/US99/0502S 

></usr/seqdb2/ Ss t/DNA/Dnaseqs . min/ss . DNA50914 
xsubunit l of i. 555 aa, l stop 

><MW: 62736. pi; 5.36, NXfS/T). 0 

^VCPYCRGLPT TO PC^CI^ K G a ^QM, IOTEWm . PImM ,, M 



FGHSKARYLPE 

SGSGCMDDVCPTEFEFVTTEAPAVDP— "~~ " ««■ vJDTSDESSGSG 



'DRREVDSSAAQRGHSLLSWSLTGiyLALQ 



RLCR 
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FIGURE 4?A 



CTGTCTGAT(^GAGCCAGACGCGArc^^ 



GAGG , ACAGACGGCCGATeCCGCCGC ^ 

GOTTGGTTTTTTTCTCCAGAGAACTTTTGGGTGGAGATATTAACTTTTTTCI 1 IT r r TTOT 



^ C ™ G ^ G ^ GCTGCTCTAGGGAGGGGGGAGGAGGAGGAG ^GTGA^ 
GAGCGAGCCCTCCTTGTTCTTCCGGAGTGCCATCCATTAAGCCATCAOTCTGG^GA?^ 

ag ^ cggacatggtgacagc tgagaggagagc^ggatttcSgc 

AG ^ CTG " GGGTGCATGTGTGCGCCCGCAG CGGCGCGGGGCGCG1^CT^ 

gtctcacctgggacctgagtgaa^ctcccagggggtgtggggggcatccS^ 

C 3 GC i C ± GGCCTGTGTCTGTGG TGGAAAGATGCTAGCAATGGGGGCGCT^ 
ATCCTCTGCCTCCTCACTTATGGTTACCTGTCCT 

AGGGGCCTTACTAGCTCAAGCTGGAGAGA AACTAGAGCCCAGCACAAC^ 
S A ™ AAAACACCTACTCTTGACAAGCTCGCTGCCGAAGGA ^ 

TGTCCAGCCTATTTGCACACCATCC^GGAGTCAGTTTATTACTGGAAAGTATCAG^^ 
CC^ACTTCAACATTCTATCATAAGACCTACCCAAC^ 

ACCCTACCTCAGAAACTGAAGGAGGTTGGATATTCAACGCATATGGTCGGAAAATGG^C^T 
G^TTTAA<^GAAAAGAATGC^TGCCCACC^GAAGAGGATTTGATA 

1TOG 22 aagtggggattactatacacacta caaatgtgacagtcctg^ 



™ C ™ G £ ATGAAAACGAC ^^ 

G S AC 3 CTCAGAGAGTACAGCA ^ 

A J AC I GCC ^ ATCAAGCTC ^ 

CGA * CCATTATCAACATA ^^ 



aatcaacaacgtgacattggctctaaagacttatgg^ 




CACTGGCTGAAGGACAGATTGATGAGGAGATTCAACTAGATGGCTATCATA^ 

AAGGCAAAAAATGGCTCCTGGGCAGCAGGCTATGGGATCTGGAACACTGCAA^ 
CATC^GAGTGC^GCACTGGAAATTGCTTACAGGAAATCCTC^CTACAG^ 

™ GAAAAG J GTATGGC ^ TOAACAT ^ 

CAGGTATCCAC^AATCGSGAAGAAGCTCCTACGGAGGCTCTC^CAGTTC^ 
TGCCGGTCAGOTAT^ 

r^ C ^ GG I A ^ AAAGAGGAAACCAAGAAA ^ 
GC f AAA ? AAAAGCAAAAAAAAG ^ 

AGAmCTGCCACCTGGCCGCCACACTGAAAACTGTCCtGCTCAGTGCCAS 

^ G ™ GCCACAOTAGAGAGAGTGGAGATG ^ a ™ 

GAGTCCTGAGTTCCACTGCTGTCKHTCAGTC^CTGACCAAACACT^ 

GGAGAACAATAACCTACCAT^ 

TmATATATATAAATATATGTTTCITTTCCTGTGAAAAGCTGTTTTT 
? A ™™ TGTAACTATT ^^ 

AATTTATTTTTACAGAAAAATATTTTGTTGTTTTTATAAAAAGTTATGCAAATG 

ttttatttcctgcataccattagaagaattttatttcatttcttS 

TTTATAATCGTC^TTGTTCAATCAAGATTTTGAATGTAATAAGATGAATATA^ 
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FIGURE A3R 




43/^* 



ILASHNPTKP I FLYTAYQAVHSPLQAPGRYFEHYRS I IN INRRRYAAML 
LKT YG FYNNS 1 1 1 YS SDNGGQPTAGGSNWPLRGSKGT YWEGGI RAVGFVH 



WO 99/46281 PCT/US99/OS028 

EKaiiRE_43 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA48296 
Xsubunit 1 of 1, 515 aa, 1 stop 

><MW: 56885, pi: 6.49, NX(S/T): 5 

MAPRGCAGHPPPPSPQACVCPGKMLAMGALAGFWILCLLTYGYLSWGQALEEEEEGALLAQA 
GEKLEPSTTSTSQPHLIFILADDQGFRDVGYHGSEIKTPTLDKLAAEGVKLENYYVQPICTP 

SRSQFITGKYQIHTGLQHSIIRPTQPNCLPLDNATLPQKLKEVGYSTHMVGKWHLGFNRKEC 
MPTRRGFDTFFGS LLGSGDYYTHYKCDS PGMGGYDLYENDNAAWDYDNGI YSTQMYTQRVQQ 

SCLDEAINNVTLA 
SPLLKNKGTVCK 

ELVHITDWYPTLISIAEGQIDEDIQLDGYDIWETISEGLRSPRVDILHNIDPYTPRQKMAPG 

QQAMGSGTLQSSQPSECSTGNCLQEriiATATGSPLSLSATWDRTGGTMNGSPCQLAKVYGFS 
TSQPTHMRGWTYLTGIQES 

Important Features: 
Signal Peptide: 

amino acids 1-37 

Sulfatases signature 1. 

amino acids 120-132 

Sulfatases signature 2 . 
amino acids 168-177 

Tyrosine kinase phosphorylation site, 
amino acids 163-169 

N-glycosylation sites. 

amino acids 157-160, 306-309 and 318-321 



44 1^ 



WO 99/46281 PCT/US99/05028 

FIGURE 44 



CGGACGCGTGGGTGCGAGTGGAGCGGAGGAC 



CCGAGCGGCTGAGGAGAGAGGAGGCGGCGGC 



CCCGCTGCTGCTCTCC 
GGTTGTTAGCATCGGC 

AGTCTrTraarrT^, „ — rACGGCTGGAGAAGAS 

AGTCTGTG^AAGCTACATGCGAACCTGGATGTAAGTTTGGTC^GTGCGTGGGACCAAACAAAT 



SSSH CGGG ^ CGCGGCCMTG ^^^ T ^CGGGTTGTTAGCATCGGCACGTrAr^ 
GGGG TCTGTCACTATGGAACTAAACTGGCC^^ 



GCAGATGCTTTCCAGGATACACCGGGAAAACCTGC 



AGTCAAGATGTGAATGAGTGTGGAATG 



^S G E GG ? CATGCC ^ CA ^^TGTGTGAATACACACG(^GCTACAAGT<^ 

CTCT 

AGTG 

SATG 

>»AAGC 

TI^H^^TGCAATATAT^GTG^ 



CTGTGTC 

r-nwr^nxr^mr* w ~* ~ *w**w^v* x vj x inoni/ii i ^/IxlattATGTGCC 

^E2I?5 C ? ACAATCGAA GATGTGTGAACACATTTGGAAGCTACTACTGCAA^ 



A » G ^ AGC S A ? AG 5? GCAGCCACCAT GC^ 

GGTGTTCTGCTATCC 

GACAGAATCAAGAAG 

AAA^CAGCATGAAAAAGAAGGCAAAAATTAAAAATGTTACCCC^GAACCCAG(m 



J AAA J G ^ AAGCAGGGATATA ^ 

^ G j AAGG ^ G ?SST CAGAGCAC ^ 



TACCCCTAAGGTGAACTTGCAGCCCTTCAACTAT(^GAGATAGTTTCCAGAGGCGC^CT 
jvt«^t.^-» — ^JAAAGAGGi 

AAGA E A ^5? CCTGAAGAA TGACATAGAGGAGCGAAGCCTGCGAGGAGATGTGTTTTTCCCT 



SI? A J GGA SSJ AAAAAAGGGAATGAAGAGAA ^^ 

AAGAGAAAGCCCTGAAGAATGACATAGAGGAGCGAAGCCTGCGAG ^^^AAAGAG 
AAGGTGAATGAAGCAGGTGAATTCGGCCTGATTCTGGTCCAAAGGAAAGCGCTAACTTCCAA 



A Sn GGAACATAAAGATTTAAATATCTCGGTTGA CTGCAGCTTCAAT^ 
GG ^CAGGATAGAGAAC^T(^TTTTGACTG(^T^^ 

TTCTATATGGCAGTTCCGGCCTT^GGTCACAAC^GACA^ 
CCTACCTGACCTGCAACCCCAAAGCA^^ 

o.*^*™. TGAGGATGAAAAGTGG ^GAC^GGGAAAATTCAGTTGTATC^GGAACTGATrr 
TACCAAAAGC^TCATTTTTGAAGCAGAACGTGGCAAGGGCAAAACCGGC^^ 



lTATTGCATCATAG 
^GAAATATTATTG 
lTATCACTGTATCT 

?SS^ TATATCTOT 



FGTACCAAC 



I^^^tttcttgtataacsatatgccaatatttgctttaaatatc^a^ 



WO 99/46281 PCT/US99/05028 

FIGURE dR 

MPLPWSLALPLLLSWVAGGFGNAASARHHGLLASARQPGVCHYGTKIACCYGWI^^ 

ATCEPGCKFGECVGPNKCRCFPGYTGKTCSQDVNECGMKPRPCQHRCVNTHGSYKCFCLSGH 

MLMPDATCVNSRTCAMINCQysCEDTEEGPQCLCPSSGLRLAPNGRDCLDIDECASGKVICP 

YNRRCVNTFGSYYCKCHIGFELQYISGRYDCIDINECTMDSHTCSHHANCFNTQGSFKCKCK 
QGYKGNGIJICSAIPENSVKEVLRAPGTIKDRIKKLIJUJKNS^^ 

VNLQPFNYEEIVSRGGNSHGGKKGNEEK 

Signal peptide: 
amino acids 1-21 

EGF-like domain cysteine pattern signature. 

amino acids 80-91 

Calcium-binding EGF-like domains 

amino acids 103-124, 230-251 and 185-206 



WO 99/46281 PCT/US99/O5028 

GGGAGCTGCTGCTGTGGCTGCTGGTGCTGTGCGCGCTGCTCCTGCTCTTGGTC^ 

CGCTTCCTGAGGGCTGACGGCGACCTGACX3CTACTATGGGCCGAGTGGCAGGGACGACGCCC 

AGAATGGGAGCTGACTGATA^TGGTGTGGGTGACTGGAGCCTCGACn^ 
AGCTGGCTTACCAGTTGTCTAAACT^^ 

GAGCTGGAAAGGGTGAAAAGAAGATGCCTAGAGAATGGCAATTTAAAAGAAAAAGATATACT 

TGTTTTGCCCCTTGACCTGACCGACACTGGTTCCCATGAAGCGGCTACGAAAGCTGTTCTCC 
AGGAGTTTGGTAGAATCGACATTCrcGTCAACAATGGTGGAATGT^ 

ATGGATACCAGCTTGGATGTCTACAGAAAGCTAATAGAGCTTAACTACTTAGGGACGGTGTC 
CTTGACAAAATGTGTTCTGCCTCACATGATCC^GAGGAAGCAAGGAAAGAT^ 

ATAGCATCCTGGGTATCATATCTGTACCTCTTTCC!ATTGGATACTGTGCTAGCAAGCATGCT 

ctccggggtttttttaatggccttggaacagaActtgcc^cataccciaggtataatagtttc 

TAACATTTGCCCAGGACCTGTGCAATCAAATATTGTGGAGAATTCCCTAGCTGGAGAAGTCA 
CAAAGACTATACMCAATAATGGAGACC^GTCCCAC^GATGACAACCAGTC^ 

CTGATGTTAATCAGCATGGCCAATGATTTGAAAGAAGTTTGGATCTCAGAACAACCTTTCTT 

GTTAGTAACATATTTGTGGCAATACATGCCAACCTGGGCCTGGTGGATAACCAACAAGATGG 

GGAAGAAAAGGATTGAGAACTTTAAGAGTGGTGTGGATGCAGACTCTTCTTATTiTAAAAT 
TTTAAGAO^C^I^CTGAAAAGA 

GAAAACATGAAAACAGCAATCTTCITATGCTTCTGAATAATCAAAGACTAA 

ACTTTTTAATAGATATGACTTTGCTTCCAACATGGAATGAAATAAAAAATAAATAATAAAAG 
ATTGCGATGAATCTTGCAAAA 



WO 99/46281 PCT/US99/05028 

ElGIiRE_4Z 

></usr/seqdb2/sst/DNA/Dnaseqs . min/ss . DNA3 6343 
xsubunit 1 of l, 289 aa, l stop 

><MW: 32268, pi .- 9.21, NX(S/T): 0 

TDTGSHEAATKAVLQEFGRIDILVNNGGMSQRSLC^iyrSI^VYRKLIELNYI^TVSLTKC^ 
PHMI ERKQGK I VT VNS I LG I ISVPLS IGYCASKHALR6FFNGLRTELAT YPG 1 1 VSNI CPCS^ 
VQSNIVENSIAGEVTKTIGNNGDQSHKMTTSRCVRI^ISMAND^ 
QYMPTWAWWI TNKMGKKRI ENFKSGVDADSS YFKI FKTKHD 



Important Features: 
Signal Peptide: 

amino acids 1-31 

Transmembrane domain: 
amino acids 136-157 



Tyrosine kinase phosphorylation site. 
106-li3 and 107-H4 

Homologous region to Short-chain alcohol dehydrogenase 

ammo acids 80-90, 131-168, 1-13 and 176-185 



WO 99/46281 



PCT/US99/05028 



FIGURE 4ft 

GGG -S 

ttgcatcttctacacactacagctattgttaggttgcctgT tcaatccaacag catattcgg 

TG&ISCTGCTGAGCTCCCTGGTGTCTCTCGCTGGT 
TTCGTGCTCTATGATTTCTGCATTGTTTGTATCAC 
GTGGCTCAGTTTCCGGAAGGTCGAAGAACCCCAGG 
ACCCAAGCCAGGCTGAGCTCATCTGCTTTGCTTTG 
GACAGCGTGGCCCCGGCCCCCCCAAGCCTCAGGAG 
TGGCAGGCCAGTGTGAGGAGGCAAGGAGCCCACATi 
CTGGGTCCTCACTGGTGCCCACTGCTTTGAAAAGGi 
CAGTGGTCCTGGGTTCTCTGCAGCGTGAGGGACTC 
GCTGCCCTGCAGTTGCCCAGGGCCTATAACCACTAi 

cottg^ctcctgctgggc^ 



gtggctcagtttccggaaggtccaagaaccccagggca 
acccaagccaggctgagctcatctgctttgctttggtc 
gacagcgtggccccggcccccccaagcctcaggagggc 
tggcaggccagtgtgaggaggcaaggagcccacatctq 

^^ GTCCTCACTGGTGCCCACTGCTT TGAAAAGGCAG. 



cJcggtcctcactggtgcc^ctgctttg^ 



™ CG i^? c I GGG ^ TGG ^ 

ICGGCCTGGGATGCTAT 
'CGGGGGCCCTGTGCTG 
TTGCATCAAGCTGTGC 1 
TCCTGGCTGCAGGCTO 
lGATGAGTGATGAGGAC 
GAGCACCCTCCCCATGi 
GGAGCCCTGGTGTCAG 
CCCAGAGGAATGGAGO 
TCCTGCATGGAGCCTAi 
TPTrrrTrr^^^. CAGCCTGTGACACTGQ 

TCTGCCTGCCCTATGCTGACCACCACCTGCCTC^TGGGGAGCGTGGCTGGGTTCTGG^G^ 



^S^ GACACCTGT CCAACCCGGCCCGGCCTGG^ 

;gg 

AT 
GG 
AG 
AC 
CC 
GA 



GGGTGGAGGGCCCCTGTCAGGGAGATTCCGGGGGCCCTGTGCTGTGCCTGGAGCCT^ 

'GCATCAA 

'CTGGCTG 

/TGAGTGA 

GCACCCT 

AGCCCTG 



TCCTGGCCCAGAGCCCAGAGACCCCGGAGATGAGTi 
TCCTTGAGGACAGCAGGTCCCCAGGCAGGAGCACCi 

^ CC ^ C ^ TTGA * TGGGG G^^^ 



TCCTGGCCCAGAGCCCAGAGAGCCCGGAGA^S 

I C SE? AGGACAGCAGGTGG CCAGGCAGGAGC^CCCTCCCCATGGCCCTGGGAGGCCAGGCT 



lGTGATGAGGACAGCTGTGTAGCCTGTGGA 



tgtg_taccagtgctgtgggtgagctgcccagctgtgagggcctgtctggggca?S 

ictgcagagcttcggagatgcttgccaagg 
:tgcctatgaggactgggtcagcagtttgg 

'CCGAGGCTGAGCCTGGAAGCTGCCTGGCC 
ACCTGGCCATTCTCAGGACAAGAGAATGC 

cccaccctgtcatgtgtgattccaggcac 
aggaacctgcctggggccacaggtgggca 

^^^OCTTTTTTTGGGGGGCAGCaGTTTTCCTTTTTTIJ^TTiWlTAaATTGTTSC 



'CAGCAGTTTGG 
lGCTGCCTGGCC 
lCAAGAGAATGC 
ATTCCAGGCAC 

CTCCCC^CCciGcTG^^ 



CG EE5 GCAGGCCGGGGG TCTTCACCGCGCTCCCTGCCTATGAGGACTGGGTC^GCAGTTTGG 

GAG 

GGG 

CAGGGCAGGCCCAGAAGCCCAGCAGCTGT< 



AC I GG ^ GGTCTACTTCGCCGAGG ^ 



43/^ 



WO 99/4628! 



PCT/US99/05028 



FIGURF 49 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA4057 1 
MLLSSLVSIAGSVYI^WILFFVLYDFCIVCITTYAINVSI^S^ 

EEVGVAALQLPRAYNHYSQGSDLALLQLAHPTTHt VvLGSLQREGLSPGA 



'PLCLPQPAHRFPFGASCWATGWDQDTS 

R. 

SI 

CVACGSLRTAGPQAGAPSPWPWEARIllHQGQLACGGMiVSEEAVLTAAHCPIGRQAPEEWSV 



DAPGTI^ IMISR p Tcl)CIraQLHQto , SNpjU!p ^^ 



GLGTRPEEWGLKQLILHGAYTHPEGGYDMALLLLAC 



lQPVTLGASLRPLCLPYPDHH] 

— — ==== 

Important features: 
Signal peptide: 
amino acids 1-15 

Homologous region to Serine proteases, trypsin family 

amino acids 79-95, 343-359 and 237-247 

N-glycosylation sites. 

amino acids 37-40 and 564-567 

Kr ingle domains 

amino acids 79-96, 343-360 and 235-247 



WO 99/46281 

PCT/US99/05028 

ElfiUBESQ 

GaCGAGGGCAGCTTOlCCTGCTTrv-^,^. ltccIa *«3CTGai GCGCGTGCGTGTGGOG 
^GGACACGGTGA^CA^^ 

AGACCflCTGTGCftGCCTTATlTCTrr.^™ CTCC ™«»AAGGATGCGATACAC 

CTGACTGACCCCCTG<^ATTTCArr^,^!^^^^^^ TC ^ TA, ^ GA 
CCCTC<nTCCTCCCTGCCCCAAGTGAAr^^^^^^^^^^^^^^ < ^^^^^^'^ < ^^^ 



T ^^CCAGCTC CTGGC ^ T AaAG^r^ CMT ™™^ 



AAAAAAAAAAAAAA , ^^^^ TA ^T^^^GGAAAATAAATGTCrTTGTAAAAAAAA 



5A\zS\- 



WO 99/46281 

PCT/US99/05028 

></usr/se q db2/ S st/DNA/D„ase q s . mi „ /ss . DNA4 13 86 
xsubunit l of lf 31S aa, a stop, x unknown 
><MW: -1, pI: 4i62 tNxls/T) . 4 

MI^RGSPGMGVHVGAAI^ALWFCLTCA^VQVPEDPVVALVrTn^ . 

•PMTFPPEA 

DGQEIA ""^^ WOAaljyuuj£G EGSICTALQPLKHSDSKED 



Important features: 
Signal peptide: 

amino acids 1-2 8 

Transmembrane domain: 
amino acids 251-270 



N-glycosylation site* 

amino acids 91-94; 104 .107, 189-192 and 215-218 

Homologous re gion to Immunoglobulins and MHC 

ammo acids 217-234 



WO 99/46281 PCT/US9SW05028 

EIQUBE3Z 

TTCGTGACCCTTGAGAAAAGAGTTGGTGGTAAATGTGCCACGTCTTCTAAGAAGGGGGACn'C 

CTGAACTTGTCTGAAGCCCTTGTCCGTAAGCCTTGAACTACGTTCTTAAATCTATGAAGTCG 
A(^ACCTTTCGCTG CT TTTGTAGGGACTTCTTTCCTT(^ 

TGTGGAACGCGGTCTTGACTCTGTrCGTCACTTCTTTCAITGGGG 

GAAGTGAAAATTGAAGTTCTC<^GAAGCCATTCATCIX3CCATCGCAAGAC 

TTTGATGTTGGTCC^CTATGAAGGCTACTTAGAAAAGGACGGCTCCTTATTTCAGTC(^ 

ACAAACATAACAATGGTCAGCCCATTTGGTTTACCCTGGGCATCCTGGAGGCTCTCAAAGGT 

TGGGACCAGGGCTTGAAAGGAATGTGTGTAGGAGAGAAGAGAAAGCTCATCATTCCTCCTGC 

TCTGGGCTATGGAAAAGAAGGAAAAGGTAAAATTCCCC(^GAAAGTACACTX3ATATTTAATA 

TTGATCTCCTGGAGATTCGAAAT(^ACCAAGATCCCATGAATCATTCCAAGAAATGGATCTT 

AATGATGACTGGAAACTCTCTAAAGATGAGGTTAAAGCATATTTAAAGAAGGAGTTTGAAAA 

ACATGGTGCGGTGGTGAATGAAAGTCATCATGATGCTTTGGTGGAGGATATTTTTGATAAAG 

AAGATGAAGACAAAGATGGGTTTATATCTGCCAGAGAATTTACATATAAACACGATGAGTTA 
^AGATACATCTACCCTTTTAATATAGCACTCATCTTTCA^^^ 

agaacattttatttttata^tgitgtttcttg™ 

CTGACTCCTATTTAAAGAACCCCTTAGGTTTCTAAGTACCCATTTCTTTCTGATAAG 
GGGAAGAAAAAGCTAATTGGTCTTTGAATACSAAGACITCTGGACA^ 

ATATGAAGCTTTGTTTTACTTTCTCACTTATAAATTTAAAATGTTGCAACT 

ACGACATGAGACCAGGTTATAGCA(^TTAGCACCCTATATTTCTGCTTCCCT^^ 

TCCAAGTTAGAGGTCAACATTTGAAAAGCCTTTTGCAATAGCCCAAGGCTT 

G^ATAATGAAATAGTTTATGTGTAACTGGCTC^G^^ 

^GTTGTTGGAGCTGAC^ 

™gaaacaaggttaatagccaggcatggtggctcatgcctg^ 

GCTGAGGCGGGCGGATCACCTGAGGTTGGGAGTTQ3AGACCAGCCTGACCAACACGGAGAAA 
CCCTATCTCTACTAAAAATACAAAGTAGCGCGGCGTGGTGATGCGTGCCTGTAATCCCAGCT 

ACCCAGGAAGGCTGAGGCGGCAGAATCACTTGAACCCGAGGCCGAGGTTGCGGTAAGCCGAG 
ATCACCTNCAGCCTGGACACTCTGTCTCGAAAAAAGAAAAG^ 

ATATGTATGCATTGAGACATGCTACGTAGGACTTAAGCTGATGA 

TGGTGGCCTATTATGATAAATAGGACAAATCATTTATGTGTGAGTTTCTTTGTAATAAAATG 
TATC^TATGTTATAGATGAGGTAGAAAGTTATATTTATATTCAATATTTAOT 

TTGTATCATAAGATAAAGTAGTAAACC^GTCTACAITTTCGCAm 
TGGATCACTTGAGATCAGGAGTTCAAGACCAGCCTGGGCAACATGGTG^ 

GCTGAGACAGGAGATTTGCn^GAACCeGGGAGGCGGAGGTTGC^GTGAGCCAAGATTGTGCC 
CCTACAGCAGCTACTATTGAATAAATACCTATCCTGGATTTT 




WO 99/46281 PCT/US99/05028 

FIGURE 53 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss .DNA44194 
xsubunit l of l, 211 aa, 1 stop 

><MW: 24172, pi; 5.99, NX(S/T) : 1 
MRLFLWNAVLTLFVTSLIGALIPEPEVKIEVLQKPFIC^^ 

FHSTHKHNNGQPIWFTU3ILEALKGWDQGLKGMCVGEKRKLIIPPALGYGKEGKGKIPPEST 

IiIFNIDLLEIRNGPRSHESFQEMDLNDDWKLSKDEVKAYIjKI^FEKHGAVVlffiSHHDAL 
I FDKEDEDKDGF I S AREFT YKHDEL 

Important features: 
Signal peptide: 
amino acids 1-20 

N-glycosylation site . 
amino acids 176-179 

f 

Casein kinase IX phosphorylation site. 

amino acids 143-146, 156-159, 178-181 and 200-203 

Endoplasmic reticulum targeting sequence. 

amino acids 208-211 

FKBP-type peptidyl -prolyl cis-trans isomeraee 

amino acids 78-114 and 118-131 

EF-hand calcium-binding domain. 

amino acids 191-203, 184-203 and 140-159 

S-lOO/ICaBP type calcium binding domain 

amino acids 183-203 



WO 99/46281 PCT/US99/05028 

FIGURE K4 

AATAAAGCTTCCTTAATGCTGTATATGTCITTGAAGTACATCCGTGGATTTTTTTTTAGCAT 

CCAACCATTCCTCCCnTGTAGTTCTCGCCCCCTCAAATCACCCTCTCCCGTAGCCCACCCX^ 

CTAACATCTC^GTCTCTGAAAA^CACAGAGATGCCTGGCTAeCTCGCCCTGCCTTCAGCCt 

CACGGGGCTCAGTCTCTTTTTCTCTTTGGTGCCACCAGGACGGAGCATGGAGGT 

CTGCCACCCTC^CGTCCTC^TGGCTCTGACGCCCGCCTGCCCTGCACCCT 

TACACAGTGAACGACAAACAGTTCTCCCTGAACTGGACTTACCAGGAGTGCAACAACT 

TGAGGAGATGTTCCTCCAGTTCCGCATGAAGATC^TTAACCTGAAGCTGGAGCGGTTTCAAG 

ACCGCGTGGAGTTCt(^GGGAACCC(^GCAAGTACGATGTGTroGTGATGCTGAGAAACGTC 

CAGCCGGAGGATGAGGGGATTTACAACTGCTACATCATGAACCCCCCTGACCGCCZACCOT 

CCATGGCAAGATCCATCTGeAGGTCCTCATGGAAGAGCCCCCTGAGCGGGACTCCACGGTGG 

CCGTGATtGTGGGTGCCTCCGTCGGGGGCTTCCTGGCTGTGGTCATCTTGGTGCTGATGGTG 

GTC^GTGTGTGAGGAGAAAAAAAGAGCAGAAGCTGAGCACAGATGACCTGAAGACCGAGGA 

GGAGGGCAAGACGGACGGTGAAGGCAACCCGGATGATGGCGCCAAGIASTGGGTGGCCGGCC 

CTGCAGCCTCCCGTGTGCCGTCTCCTCCCCTCTCCGCCCTXSTAC^GTGACCCTGCCTGCTCG 

CTCTTGGTGTGCTTCCCGTGACCTAGGACCCCAGGGCCCACCTGGGGCCTCCTGAACCCCCG 

ACTTCGtATCTCCCACCCTGCACCAAGAGTGACCCACTCTCTTCCATCCGAGAAACCTGC^ 

TGCTCTGGGACGTGTGGGCCCTGGGGAGAGGAGAGAAAGGGCTCCCACCTGCCAGTCCCTGG 

GGGGAGGCAGGAGGCACATGTGAGGGTCCCCAGAGAGAAGGGAGTGGGTGGGCAGGGGTAGA 

GGAGGGGCCGCTGTC^CCTGGCC^GTGCTTGCCTGGCAGTGGCTTC^GAGAGGACCTGGTGG 

GGAGGGAGGGCTTTCCTGTGCTGACAGGGCTCCCTCAGGAGGGCCTTGGCCTGGCACGGCTG 

TGCTCCTCCCCTGCTCCCAGCCCAGAGCAGCCATCAGGCTGGAGGTGACGATGAGTTCCTGA 

AACTTGGAGGGGCATGTTAAAGGGATGACroTGCATTCCAGGGCACTGACGGAAAGC 

CTGCAGGCAAAGCTGGACATGTGCCCTGGCCCAGGAGGCCATGTTGGGCCCTCGTTTCCATT 

GCTAGTGGCCTCCTTGGGGCTCCrGTTGGCTCCTAATCCCTTAGGACTGTGGATGAGGCCAG 

ACTGGAAGAGCAGCTCCAGGTAGGGGGCCATGTTTCCCAGCGGGGACCCACCAACAGAGGCC 

AGTTTCAAAGTCAGCTGAGGGGCTGAGGGGTGGGGCTCCATGGTGAATGCAGGTTGCTGGAG 

GCTCTGCCTTCTCCATGGGGTAACCACCCTCGCCTGGGCAGGGGCAGCCAAGGCTGGGAA 

GAGGAGGCCATGCACAGGGTGGGGCAGCTTTCTTTGGGGCTTCAGTGAGAACTCT 

GCCCTTGGTGGGGTTTCCACCTGGCTTTTGGCrACAGAGAGGGAA^ 

GCATAAGGGGAGGCCTTGGAACOTGAGCTGCCAATGCCAGCCCTGTCCCATCTGCGGCCACG 
CTACTCGCTCCTCTCCCAACAACTCCCTTCGTGGGG^ 

ACAGTGGCTCACGCCTGTAATCeCAGCACTTTGGGAGGCCAAGGCGGGTGGATTACCTCCAt 

CTGTTTAGTAGAAATGGGCAAAACGCCATCTCTACTAAAAATACAAGAATTAGCTGGGCGTG 

GTGGCGTGTGCCTGTAATCCCAGCTATTTGGGAGGCTGAGGGAGGAGAATCGCTTGAGCCCG 

GGAAGCAGAGGTTGCAGTGAACTGAGATAGTGATAGTGCCACTGCAATTCAGCCTGGGTGAC 
ATAGAGAGACTCCATCTCAAAAAAAA . 



W ° 99/46281 PCT/US99/05028 

</usr/ S eqdb2/s S t/DNA/Dna S eqs.min/ss.DNA454l5 
<subunit 1 of l, 215 aa, 1 stop 

<MW: 24326, pi : 6 .32, NX(S/T) : 4 

FSLNWTYQECNNCSEEMFI^FRMKIINLKLERFQDRVEFSGNPSKyDVSVM^N^PE^GI 
KEQKLSTDDLKTEEEGKTDGEGNPDDGAK ^LMWKCVRRK 

Important features : 
Signal peptide: 

amino acids 1-20 



Transmembrane domain: 
amino acids 161-179 

Immunoglobulin- like fold: 
amino acids 83-127 

N-glycosylation sites. 

amino acids 42-45, 66-69 and 74-77 



WO 99/46281 PCT/US99/0S028 

FIGURE Rfi 

GTTGTATATGTCCTGAAGTACATCCGTGCATTTTTTTTAGCA^ 
GTTCTCGCCCCCTCAAATCACOTCTCC 

AATGCACAGAGATGCCTGGCTACCTCGCCCTGCCTTC^GCGTCAGGGGGCTCAGTCrCT^ 
«»CTTTBOTGCauX3USG^^ 

TCAATGGCTCTGACGCCCGCCTGCCCTGCCCTTCAACrCCrGCTAGACAGTGAA^ 

AGTTCTCCCTGAACTGGACTTACCAGGAGTGCAACAACTGCTCTGAGGAGATGTTCCT 

TTCCGCATGAAGATCATTAACCTGAAGCTGGAGCGGTTTCAAGACCGCGTGGAGTTCTCAGG 

GAACCCC^GCAAGTACGATGTGTCX^TGATGCTGAGAAACGTGCAGCCXSGAGGATGAGGGGA 
TTTACAACTGCTACATCATGAACCCCCC 



WO 99/46281 



PCT/US99/05028 



FIGURE 57 



TCACGGGGCTCATCTCITTTTCTCTTTGGTGCCCACCAGGACGGAGCATGGAGGTNCACATA 
CCTGCCACCCTCAACGTCCTC^TGGCITTGACGCCCGCCTGCCCTGCACCTTCA^ 

CTACACTVGTGAACCACAAACAGTTCTCCCTGAACTGGATTTACCAGGAGTGCAACA^ 
TCTGAGGAGATGTTCCTCCAGTTCCCGCATGGAAGATCATTTAAGC^^ 

TTTTCAAGAACCGCGTGGAAGTTTCTCAGGGAACXZCCAGQUVGTACGATGTGTC 
TGAGAAACGTGCAGCCGGAGGATGAGGGGATTTACAACTGCTACATCATGAACCCCCC 




WO 99/46281 



PCT/US99/05028 



FIGURE 58 

TGCGGCGACCGTCGTACACCATSGGCCTCCACCTCCGCCCCTACCGTGTGGGGCTGCTCCCG 
GATGGCCTCCTGTTCCTCTTGCTGCTGCTAATGCTGCTCGCGGACCCAGCGCTCCCGGCCGG 
ACGT(^CCCCCCAGTGGTGCTGGTCCCTGGTGATTTGGGTAACCAACTGGAAGCCAMGTGG 
ACAAGCCGACAGTGGTGCACTACCTCTGCTCCAAGAAGACCGAAAGCTACTTCACAATCTGG 
CTGAACCTGGAACTGCTGCTGCCTGTCATCATTGAGTGCTGGATTGACAATATCAGGCTGGT 
TTACAACAAAACATCCAGGGCCACCCAGTTTCCTGATGGTGTGGATGTACGTGTCCCTGGCT 
TTGGGAAGACCTTCTCACTGGAGTTCCtGGACCCCAGCAAAAGCAGCGTGGGTTCCTATTTr 
CACACCATGGTGGAGAGCCTTGTGGGCTGGGGCTACACACGGGGTGAGGATGTCCGAGGGGC 
TCCCTATGACTGGCGCCGAGCCCGAAATGAAAACGGGCCCTACTTCCTGGCCGTCCGCGAGA 
TGATCGAGGAGATGTACCAGCTGTATGGGGGCCCCGTGGTGCTGGTTGCCC^GTATGGGC 
AAGATGTACACGCTCTACTTTCTGCAGCGGCAGCCGCAGGCCTGGAAGGACAAGTATATCCG 
GGCCTTCGTGTCACTGGGTGCGCCCTGGGGGGGCGTGGCCAAGACGGTGCGCGTCCTGGCTT 
CAGGAGACAACAACCGGATCCCAGTCATCGGGCCCCTGAAGATCCGGGAGCAGCAGGGGTCA 
GCTGTCTCCACCAGCTGGCTGCTGCCCTACAACTACACATGGTCACCTGAGAAGGTGTTCGT 
GCAGACACCCACAATCAACTACACACTGCGGGACTACCGCAAGTTCTTCCAGGACATCGGCT 
TTGAAGATGGCTGGCTGATGCGGCAGGACACAGAAGGGCTGGTGGAAGCCACGATGCCACCT 
GGCGTGCAGCTGCACTGCCTCTATGGTACTGGCGTCCCCACACCAGACTCCTTCTACTATGA 

GAGCTTCCCTGACCGTGACCCTAAAATCTGCTTTGGTGACGGCGATGGTACTGTGAACTTGA 
AGAGTGCCCTGCAGTGCCAGGCCTGGCAGAGCCGCCAGGAGCACCAAGTGTTGCTGCAGGAG 
CTGCCAGGCAGCGAGCACATCGAGATGCTGGCCAACGCCACCACCCTGGCCTATCTGAAACG 
TGTGCTCCTTGGGCCCIG^CTCCTGTGCCACAGGACTCCTGTGGCTCGGCCGTGGACCTGCT 
GTTGGCCTCTGGGGCTGTCATGGCCCACGCGTTTTGCAAAGTTTGTGACTCACCATTCAAGG 
CCCCGAGTCTTGGACTGTGAAGCATCTGCCATGGGGAAGTGCTGTTTGTTATCCTTTGTCTG 
TGGCAGTGAAGAAGGAAGAAATGAGAGTCTAGACTCAAGGGACACTGGATGGCAAGAATGCT 
GCTGATGGTGGAACTGCTGTGACCTTAGGACTGGCTCCACAGGGtGGACTGGCTGGGCCCTG 
GTCCCAGTCCCTGCCTGGGGCCATGTGTCCCCCTATTCCTGTGGGCTTTTCATACTTGCCTA 
CTGGGCCCTGGCCCCGCAGCCTTCCTATGAGGGATGTTACTGGGCTGTGGTCCTGTACCCAG 
?^^^ GGGATCGGCTCCTGGCCCCTCGGGT ^ CCCTTCC ^ CA CACCAGCCACAGATAG 
GCCTGCCACTGGTCATGGGTAGCTAGAGCTGCTGGeTTCCCTGTGGCTTAGCTGGTGGCCAG 
CCTGACTGGCTTCCTGGGCGAGCCTAGTAGCTCCTGCAGGGAGGGGCAGTTTGTTGCGTTCT 
TCGTGGTTCCCAGGGCCTGGGACATCTCACTCCACTCCTACCTCCCTTACCACCAGGAGCAT 
TCAAGCTCTGGATTGGGCAGCAGATGTGCCCCCAGTCGCGCAGGCTGTGTTCCAGGGGCCCT 
GATTTCCTCGGATGTGCTATTGGCCCCAGGACTGAAGGTGCCTCCCTTCACCCTGGGACTGT 
GG Ji!! CCAAGGATGAGAGCAGGGGT T^^ 

ATCCAAGGAAGCAGCCAAGGCTGCTCGCAGCTTCCCTGAGGTGCACCTCTTGCTAACCCCAC 
CATCACACTGGCACCCTGCCCTAGGGTCTCACTAGTACCAAGTGGGTCAGeACAGGGCTGAG 

GAATGGGACCCTGAGAGAGCCAGGGGTCCCCTGAGGCCCCCCTAGGGGCTTTCTGTCTGCCC 
CAGGGTGCTeCATGGATCTCCCTGTGGaVGGAGGCATGGAGAGTCAGGGCTGCCTTCATGGC 
AGTAGGCTCTAAGTGGGTGACTGGCCACAGGCCGAGAAAAGGGTACAGCeTCTAGGTGGGGT 

S5^SS^ C ^ GAGGCTGGACT ^ 

I" GTCTGTTGCATACATGCCTGGCA TCTGTCTCGCCTTGTTCCtGAGTGGCCCCACATGGG 

GC » C J GAGCAGGCTGTATCTGGATTCTGGCAATA ^ GTACTGT G^ 
AAAAAAAAAAAAAA ^^^^ 



53]^ 



WO 99/46281 PCT/US99/05028 

FIGURE B9 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA44189 
xsubunit 1 of 1, 412 aa, 1 stop 
><MW: 46658, pi: 6.65, NX(S/T): 4 

MGLHLRPYRVGLLPDGLLFLIJ.LIWUJU)PALPAGRHPPVVLVPGDLGNQLEAKLDKPTV^ 
YLCSKKTESYFTIWLNLELLLPVIIDCWIDNIRLVYNKTSRATQFPDGVDVRVPGFGKTFSL 
E FLDP SKS SVGS YFHTMVES LVGWG YTRGEDVRGAP YDWRRAPHENGP YFLALREMI EEMYQ 
LYGGP WLVAHSMGNMYTLY FLQRQPQAWKDKY I RAFVS LGAPWGGVAKTLRVLASGDNNRI 

PVIGPLKIREQQRSAVSTSWLLPYNYTWSPEKVFVQTPTINYTLRDYRKFFQDIGFEDGWLM 

RQDTEGLVEATMPPGVQLHCLYGTGVPTPDSFYYESFPDRDPKICFGIXSDGTVNLKSALQCQ 
AWQSRQEHQVLLQELPGSEHIEMLANATTLAYLKRVLLGP 

Important features: 
Signal peptide: 
amino acids 1-28 

Potential lipid substrate binding site: 
amino acids 147-164 

N-glycosylation sites . 

amino acids 99-102, 273-276, 289-292 and 398-401 

Lipases, serine proteins 
amino acids 189-201 

Beta-transducin family Trp-Asp repeat 
amino acids 353-365 



WO 99/46281 PCT/US99/05028 

FIGURE 60 

CGGACGCGTGGGCGGACGCGTGGGGCGGCGGCAGCGGCGGCGACGGCGAC^IQSAGAGCGGG 

GCCTACGGCGCGGCCAAGGCGGGCGGCTCCTTCGACCTGCGGCGCTTCCTGACGCAGCCGGA 
GGTGGTGGCGCGCGCCGTGTGCTTGGTCTTCGCCTTGATCGTC 

AGGGCTACAGCAATGCC(^CGAGTCTAAGC^GATGTACTGCGTGTTC^CCGCAACGAGGAT 

GCCTGCCGCTATGGC^GTGCCATCGGGGTGCTGGCCTTCCrGGCCTCGGCCTTCTTCTTGGT 

GGTCGACGCGTATTTCCCC(^GATCAG(^CGCCACTGACCGCAAGTACCTGGTCaTTGGTG 
ACCTGGTCTTCTCAGCTCTCTGGACCITCCTGTGGTTTGTTGGTTT 

CAGTGGGCAGTCACCAACCCGAAGGACGTGCTGGTGGGGGCCGACTCTGTGAGGGCAGCCAT 
CACCTTCAGCTTGTTTTCCATCTTCTrGCTGGGGTGTGCTGGCCTCCCTGGCCTACC^ 

ACAAGGCTGGGGTGGACGACTTCATCCAGAATTACGTTGACCCCACTCQXSACCCCAAC^ 
GCCTACGCCTCCTACCCAGGTGC^TCKn'GGACAACT 

CGCGGAGACCACCGAGGGCTACCAGCCGCCCCCTGTGTACI^GTGGCGGTTAGCGTGGGAA 

GGGGGACAGAGAGGGCCCTCCCCTCTGCCCTGGACTTTCCCATCAGCCTCCTGGAACrGCCA 

GCCCCTCTGTTTCACCTGTTCCATCCTGTGCAGCTGACA<^CAGCTAAGGAGCCTCATAGCC 

TGGCGGGGGCTGGCAGAGCCACACCCCAAGTGCCTGTGCCCAGAGGGCTTCAGTCAGCCGCT 
CACTCCTCCAGGGCACTTTTAGGAAAGGGTTTTTAGCTAGTGTTTTTC 

CCTCAGCCCCGCCTGC^GTGGCTAGAAGCCAGCAGGTGCCCATGTGCTACTGACA^ 

CAGCTTCCCCCCGGCCGGGGTCAGGCCGTGGGAGCCGCTATTATCTGCGTTCTCTGCCAAAG 

ACTCGTGGGGGCCATCACACCTGCCCTGTGCAGCGGAGCCGGACCAGGCTCTTGTGTCCTCA 

CTCAG^TTTGCTTCCCCTGTGCCCyiCTGCTGTATCATCTGGGGGCCIACCACGCTGTGGCGGT 
GGCCTCTGGGCTGCCTCCCGTGCTGTGAGGGCGK^GCT 

CTCGCACCCCTGGCAGCAGGGAAGGGCITTGCCTGACAACACCCAGCTTOATGTAAATATTC 

TGCAGTTGTtACrrAGGAAGCCTGGGGAGCMCAGGGGTGCCCCATGGCTCCCAGACTCTGTC 

TGTGCCGAGTGTATTATAAAATCGTGGGGGAGATGCCCGGCCTGGGATGCTGTTTGGAGACG 
GAATAAATGTTTTCTCATTCAAAG 



WO 99/46281 PCI7US99/05028 

FIGURE 61 

</usr/seqdb2/sst/DNA/Dnaseqs -rain/ss .DNA48304 
oubunit 1 of l, 224 aa, 1 stop 
<MW: 24810, pi : 4.75, NX(S/T): 1 

MESGAYGAAKAGGSFDLRRFLTQPQWARAVCLVFALIVFSCIYGEGYSNAHESKQ^CVFN 

RNEDACRYGSAIGVLAFLASAFFLVVDAYFPQISNATDRKYLVIGDLLFSALWTFLWFVGFC 

FLTNQWAVTNPKDVLVGADSVRAAITFSFFSIFSWGVLASLAYQRYKAGVDDFIQNYVDPTP 
DPNTAYASYPGASVDNYQQPPFTQNAETTEGYQPPPVY 

Important features: 

Type II Transmembrane domain: 

amino acids 24-43 

Other transmembrane domains: 

amino acids 74-90, 108-126 and 145-161 

N-glycosylation site. 

amino acids 97-100 



6e/ zsi 
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FIGURE 62 



GAGCCACCTACCCTGCTCCGAGGCCAGGCCTGCAGGGCCTCATCGGCCAGAGGGTGATCAGT 
GAGCAGAAGGAIfiCCCGTGGCCGAGGCCCCCCAGGTGGCTGGCGGGCAGGGGGACGGAGGTG 
ATGGCGAGGAAGCGGAGCCAGAGGGGATGTTC^GGCCTGTGAGGACTCCAAGAGAAAAGCC 
CGGGGCTACCTCCGCeTGGTGCCCCTGTTTGTGCTGCTGGCCCTGCTCGTGCTGGCTTCGGC 
GGGGGTG CTACT CTGGTATTTCCTAGGGTACAAGGCGGAGGTGATGGTCAGCCAGGTGTACT 
CAGGCAGTCTGCGTGTACTCAATCGCCACTTCTCCCAGGATCTTACCCGeCGGGAATCTAGT 
GGCTTCCGCAGTGAAACCGCOVAAGCCCAGAAGATGCrCAAGGAGCTCATCACCAGCACCCG 
CCTGGGAACTTACTACAACTCCAGCTCCGTCTATTCCTTTGGGGAGGGACCCCTCACCTGCT 
TCTT.CTGGTTCATTCTCC^AATCCCCGAGCACCGCCGGCTGATGCTGAGCGCCGAGGTGGTG 
CAGGGACTGCTGGTGGAGGAGCTGCTGTCCAGAGTCAACAGCTCGGCTGCCGTCCCCTACAG 
GGCCGAGTACGAAGTGGACCCCGAGGGCCTAGTGATCCTGGAAGCCAGTGTGAAAGACATAG 
CTGCATTGAATTCCACGCTGGGTTGTTACCGCTACAGCTACGTGGGCCAGGGCCAGGTCCTC 
CGGCTGAAGGGGCCTGACCACCK^CGTCCAGCTGCCTGTGGCACCTGCAGGGCCCCAAGGA 
CCTCATGCTCAAACTGCGGCTGGAGTGGACGCTGGCAGAGTGCCGGGACCGACTGGCCATGT 
ATGACGTGGCCGGGCCCCTGGAGAAGAGGCTCATCACCTCGGTGTACGGCTGCAGCCGCCAG 
GAGCCCGTGGTGGAGGTTCTGGCX3TCGGGGGCCATCATGGCGGTCGTCTGGAAGAAGGGCCT 
GCACAGCTACTACGACCCCTTCGTGCTCTCCGTGCAGCCGGTGGTCTTCCAGGCCTGTGAAG 
TGAAC CTGACGCTGG ACAACAGGCTCGACTCCCAGGGCGTCCTCAGCACCCCGTACTTCCCC 
AGCTACTACTCGCCCCAAACCCACTGCTCCTGGCACCTCACGGTGCCCTCTCTGGACTACGG 
CTTGGCCCTCTGGTTTGATGCCTATGCACTGAGGAGGCAGAAGTATGATTTGCCGTGCACCC 
AGGGCCAGTGGACGATCCAGAACAGGAGGCTGTGTGGCTTGCGCATCCTGCAGCCCTACGCC 
GAGAGGATCCCCGTGGTGGGCACGGCCGGGATCACCATCAACTTCACCTCCCAGATCTCCGT 
CACCGGGCCCGGTGTGCGGGTGCACTATGGCTTGTACAACCAGTCGGACCGCTGCCCTGGAG 
AGTTCCTCTGTTCTGTGAATGGACTCTGTGTCCCTGCCreTGATGGGGTCAAGGACTGCCCC 
AACGGCCTGGATGAGAGAAACTGCGTTTGCAGAGGCACATTCCAGTGCAAAGAGGAGAGCAC 
ATGCATCTCACTGCCCAAGGTCTGTGATGGGCAGCCIX3ATTGTCTCAACX3GCAGCGATGAAG 
AGCAGTGCCAGGAAGGGGTGCCATGTGGGACATTCACCTTCCAGTGTGAGGACCGGAGCTGC 
GTGAAGAAGCCCAACCCGCAGTGTGATGGGCGGCCCGACTGCAGGGACGGCTCGGATGAGGA 
GCACTGTGACTGTGGCCTCCAGGGCCCCTCCAGCCGCATTGTTGGTGGAGCTGTGTCCTCCG 
AGGGTGAGTGGCCATGGCAGGCCAGCCTCCAGGTTCGGGGTCGACACATCTGTGGGGGGGCC 
CTCATCGCTGACCGCTGGGTGATAAC^GCrGCCCACTGCITCCAGGAGGACAGCATGGCCTC 
CACGGTGCTGTGGACCGTGTTCCTGGGCAAGGTGTGGCAGAACTCGCGCTGGCCTGGAGAGG 
TGTCeTTCAAGGTGAGCCGCCTGCTCCTGCACCCGTACCACGAAGAGGACAGCCATGACTAC 
GACGTGGCGCTGCTGCAGCTCGACGACCCGGTGGTGCGCTCGGCCGCCGTGCGCCCCGTGTG 
CCTGCCCGCGCGCTCCCACTTCTTCGAGCCCGGCCTGCACTGCTGGATTACGGGCTGGGGCG 
CCTTGGGGGAGGGCGGCCCC^TCAGCAACGCTCTGCAGAAAGTGGATGTGCAGTTGATCCCA 

caggacctgtgcagcgaggcctatcgcraccaggtgacxsccacgcatgctgtgtgccggcta 
ccgcaaggggaagaaggatgcctgtcagggtgactcaggtggtccgctggtgtgcaaggcac 

TCAGTGGCCGCTGGTTCCTGGCGGGGCTGGTCAGCTGGGGCCTGGGCTGTGGCCGGCCTAAC 
TACTTCGGCGTCTACACCCGCATCAG^GGTGTGATCAGCrGGATCCAGCAAGTGGTCACCl^ 
ftGGAACTGCCCCCCTGC^UVAGGAGGGCCCACCTCCTGGACTCAGAGAGCCCAGGGCAACTGC 
Cy^GCAGGGGGAGAAGTATTeTGGCGGGGGGTGGGGGAGAGAGCAGGCGCTGTGGTGGCAGG 
AGGTGGGATCTTGTCTCGTCCCTGATGTCTGGTCCAGTGATGGCAGGAGGATGGAGAAGTGC 
CAGCAGCTGGGGGTCAAGACGTGCCCTGAGGACCCAGGCCGACACCCAGCCCTTCTGCGTCG 
CyUlTTCTCTCTCCTCCGTCCCCTTCCTCCACTCCTGCCTAATGCAAGGCAGTGGCT 

CAAGAATGCrGGTTCTACATCCCGAG^AGTGTCTGAGGTGCGCCCCACTCTGTACAGAGGCT 

GTTTGGGCAGCCTTGCCTGCAGAGAGCAGATTCCAGCTTCGGAAGCCCCTGGTCTAACTTGG 

GATGTGGGAATGGAAGGTGCTCCCATGGGAGGGGACCGTCAGAGCCGTGGAGACTGCGAGGT 

GGGCCTGCTGCCACTGTAAGCCAAAAGGTGGGGAAGTCCTGAGTCCAGGGTCCTTGCCCCAG 

CCCTGCCTGCC!ACGTGGGCCCrC^CAGCCCAGACCCTCACTGGGAGGTGAGCTCAGCTGCCC 
TTrGGAATAAAGCTGCCTGATCaAAAAAAAAAAAAAAAAAAAA 




WO 99/46281 



PCT/US99/05028 



EIGUREJS3 

></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA49152 
Xsubunit 1 of 1, 802 aa, 1 stop 

><MW: 88846, pi: 6.41, NX(S/T)- 7 

™ss G ^^?r scsLR ^ 



YDPFVLSVQPWFQACEVNLTLDNRLDSQGVLSTPYFPS' 
WFDAYALRRQKYDLPCTQGQWTIQNRRLCGLRILQPYAE] 
GVRVHY GLYNQSDPCPGE FLCSVNGLCVPACDGVKDCPM 

^™ DGQPDCmGSDEEQCQEWPCGT ^FQCEDRSCVKKPNPOCDGRP^^ 



WroAYALRRQKYDLPCTQGQWTIQNRRLCGLRILQPYAERIPWATS 

gvk^yg^ynqsdpcpgeflcs^^ 



^^^^^ 



wtvflgkvwqnsrwpgevs 

Important features: 

Type II transmembrane domain: 

amino acids 46-67 

t^tT P ^ te ^ eS/ tr VP sin family, histidine active site 
ammo acids 604-609 *>Ate. 

N-glycosylation sites. 

SS n °509-t d l S 2 127 " 130 ' 175 " 178 ' 207 - 210 ' 329 " 332 ' 424 "^7, 444-447 

Kringle domains . 

amino acids 746-758 and 592-609 

ous region to Kallikrein Light Chain: 
ammo acids 568-779 
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FIGURE 64. 



GCACCCAGGGCCAGTGGACGATCCAGAACAGGAGGCTGTGTGGCTTGCGCATCCTGCAGCCC 

TACGCCGAGAGGATCCCCGTGGTGXSCCACGGCCGGGATCACCATCAACTTCACCrCCC^ 
CTCCCTCACCGGGCCCGGTGTGCt^TGCACTATGGC^ 

CTGGAGAGTTCCTCTGTTCTGTGAATGGACTCTGTGTCCCTGCCTGTGATGGGGTG^ 
TGCCCCAACGGCCTGGAT<3AGAGAAACTGCGT^ 

CAGCACATGCATCTCACTGCCCAAGGTC^^ 

ATGAAGAGC^GTGCCAGGAAGGGGTGCCATGTGGGACATTCACCTTCCAGTGTGAGGAC^ 
AGCTGCGTGAAGAAGCC<^CCCGCAGTGTGATGGGCGraCCCGACTGCAGG^ 

TGAGGAGCaCTGTGACTGTGGCCTCCAGGGCCCCTCCAGCCGCATTGTTGGTGGAGCTGT^^ 

CCTCCGAGGGTGAGTGGCCATGGCAGGCCAGCCrCCAGGTTCGGGGTCGA 

GGGGCCCTCATCGOTGACCXSCTGGGTGATAACAGCTGCCC^ 

GGCCTCCACGGTGCTGTGGACCGTGTTCCK3GGCAAGGTGrrGGCAGAACT 

GAGAGGTGTCCTTCAAGGTGAGCQ3CCTGCTCCTGCACCCGTACCACGAAGAGGAC^GCC^ 

GACTACGACGTGGCGCTGCTGCAGCTCX3ACCACCCGGTGGTGCGCTCCX5CCGCCGTGCGCCC 

CGTCTGCCTGCCCGCGCGCTCCC^CTTCTTCGAGCCCGGCCTGCACTGCrGGATTACGGGCT 

GGGGCGCCTTGeGCGAGGGCGGCCCCATCAGCAACGCTCTGCAGAAAGTGGATGTGCAG 
^TCCCACAGKSACCTGTGCAGCGAGGCCTATCG 

CGGCTACCGCAAGGGCAAGAAGGATGCCTGTCZAGGGTGACrCAGGTGGTCCGCTCGTG 
A(MCACTCAGTGGCCGCTGGTTCCTGGCGGGGCTGGTCAGCTGGGGCCTGGGCTC^ 

CCTAACTACTTCGGCGTCTACACCCGCATCACAGGTGTGATCAGCTGGATCCAG^ 

gacctgaggaactgcccccctggaaagcagggccc^cctcctggactcagagagcccagggc 

AACTGCCAAGCAGGGGGACAAGTAT 




WO 99/462$ ! 
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FIGURE" RR 

GGACGAGGGCAGATCTCGTTCTGGGGCAAGCCGTTGACACTCGCTCCCTGCCACCGCCCGGG 
CTCCGTGCCGCCAAGTTTTCATTTTCCACCTTCTCTGCCTCCAGTCCCCCAGCCCCTGGCCG 
AGAGAAGGGTCTTACCGGCCGGGATTGCTGGAAACACeAAGAGGTGGTTTTTGTTTTTTAAA 
ACTTCTGTTTCTTGGGAGGGGGTGTGGCGGGGCAGGA2SAGCAACTCCGTTCCTCTGCTCTG 
TTTCTGGAGCCTCTGCTATTGCTTTGCTGCGGGGAGCCCCGTACCTTTTGGTCCAGAGGGAC 
GGCTGGAAGATAAGCTCCACAAACCCAAAGCTACACAGACTGAGGTCAAACCATCTGTGAGG 
TTTAACCTCCGCACCTCCAAGGACCC^GAGCATGAAGGATGCTACCTCTCCGTCGGCCACAG 
CCAGCCCTTAGAAGACTGCAGTTTCAACATGACAGCTAAAACCTTTTTCATCATTCACGGAT 
GGACGATGAGCGGTATCTTTGAAAACTGGCTGGACAAACTCGTGTCAGCCCTGCACACAAGA 

gAgaaagacgccaatgtagttgtggttgactggctccccctggcccaccagctttacacgga 

TGCGGTCAATAATACCAGGGTGGTGGGACACAGCATTGCCAGGATGCTCGACTGGCTGCAGG 

agaaggacgatttttctctcgggaatgtccacttgatcggctacagcctcggagcgcacgtg 

GCCGGGTATGCAGGCAACTTCGTGAAAGGAACGGTGGGGCGAATCACAGGTTTGGATCCTGC 

cgggcccatgtttgaaggggccgacatccacaagaggctctctccggacgatgcagattttg 

TGGATGTCCTCCACACCTACACGCGTTCCTTCGGGTTGAGCATTGGTATTCAGATGCCTGTG 

GGCCA(^TTGACATCTACCCCAATGGGGGTGACTTCCAGCaUK3CTGTGGACTCAACGATGT 

CTTGGGATCAATTGCATATGGAACAATCACAGAGGTGGTAAAATGTGAGCATGAGCGAGCCG 

TCCAGCTCTTTGTTGACTGTCTGGTGAATCAGGACAAGCCGAGTTTTGCCTTCCAGTGCACT 

GACTCCAATCGCTTCAAAAAGGGGATCTGTCTGAGCTGCCGCAAGAACGGTTGTAATAGCAT 

TGGCTACAATGCCAAGAAAATGAGGAACAAGAGGAACAGCAAAATGTACCTAAAAACCCGGG 

CAGGCATGCCTTTCAGAGGTAACCTTCAGTCCCTGGAGTGTCCCTSAGGAAGGCCCTTAATA 

CCTGCTTCTTAATACCATGCTGCAGAGCAGGGCACATCCTAGCCCAGGAGAAGTGGCCAGCA 

CAATCCAATGAAATCGTTGCAAATCAGATTACACTGTGCATGTCCTAGGAAAGGGAATCTTT 

ACAAAATAAACAGTGTGGACCCCTAATAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAA 



WO 99/46281 PCT/US99/05028 

FIGURE fifi 

></usr/seqdb2/sst/DNA/Dnaseqs . min/ss . DNA4964 6 
xsubunit 1 of 1, 354 aa, 1 stop 

><MW: 39362, pi: 8.35, NX(S/T) : 2 

MSNSVPLLCFWSLCYCFAAGSPVPFGPEGRI^DKI^KATQTEVKPSVRF^ 

gcylsvghsqpledcsfnmtaktffiihgwt!wsgipenwlhklvsai^trbkdanvvvvdwl 

PLAHQLYTDAVNNTRWGHS IARM^WI^EIO^DFSLGNVHLIGYSIjGAHVAGYAGNFVKGTV 
GR I TGLD PAG PMFEGAD I HKRLS PDDADFVD VLHTYTRS FGLS I GI QMP VGHID I YPNGGDF 

QPGCGI^VLGSIAYGTITEVVKC^HERAVHLFVDSLVNQDKPSFAFQCTDSNRFKKGI^ 
CRKNRCNS IGYNAKKMRNKRNSKMYLKTRAGMPFRGNLQSLECP 

Important features: 
Signal peptide: 
amino acids 1-16 

Lipases, serine active site, 
amino acids 163-172 

N-glycosylatioh sites. 

amino acids 80-83 and 136-139 



WO 99/46281 PCT/US99/05028 

FIGURE 67 

CGGACGCGTGGGCGGACGCGTGGGCCTGGGCAAGGGCCGGGGCGCCGGGCCGAGCCACCTCT 

TCCCCTCCCCCGCTTCCCTGTCGCGCTCCGCTGGCTGGACGCGCTGGAGGAGTGGAGCAGCA 

CCCGGCCGGCCCTGGGGGCTGACAGTCGGCAAAGTTTGGCCCGAAGAGGAAGTGGTCTCAAA 

CCCCGGCAGGTGGCGACCAGGCCAGACCAGGGGCGCTCGCTGCCTGCGGGCGGGCTGTAGGC 

GAGGGCGCGCCCCAGTGCCGAGACCCGGGGCTTCAGGAGCCGGCCCCGGGAGAGAAGAGTGC 

GGCGGCGGACGGAGAAAACAACTCCAAAGTTGGCGAAAGGCACCGCCCCTACTCCCGGGCTG 

CCGCCGCCTCCCCGCCCCCAGCCCTGGCATCGAGAGTACGGGTCGAGCCCGGGCCATGGAGC 

CCCCCTGGGGAGGCGGCACCAGGGAGCCTGGGCGCCCGGGGCTCCGCCGCGACCCCATCGGG 

TAGACCACAGAAGCTCCGGGACCCTTCCGGCACCTCTGGACAGCCCAGG^SCTGTTGGCCA 

CCCtCCTCCTCCTCCTCCTTGGAGGCGCTCTGGCCCATCCAGACCGGATTATTTTTCCAAAT 

CATGCTTGTGAGGACCCCCCAGCAGTGCTCTTAGAAGTGCAGGGCACCTTACAGAGGCCGCT 

GGTCCGGGACAGCCGCACCTCCCCTGCCAACTGCACCTGGCTCATCCTGGGCAGCAAGGAAC 

AGACTGTCACCATCAGGTTCCAGAAGCTACACCTGGCCTGTGGCTCAGAGCGCTTAACCCTA 

CGCTCCCCTCTCCAGCCACTGATCTCCCTGTGTGAGGCACGTCCCAGCCCTCTGCAGCTGCC 

CGGGGGCAACGTCACCATCACTTACAGCTATGCTGGGGCCAGAGCACCCATGGGCCAGGGCT 

TCCTGCTCTCCTACAGCCAAGATTGGCTGATGTGCCTGCAGGAAGAGTTTCAGTGGCTGAAC 

CACCGCTGTGTATCTGCTGTCGAGCGCTGTGATGGGGTTGATGGCTGTGGCGATGGCTCTGA 

TGAAGCAGGTTGCAGCTCAGACCCCTTCCCTGGCCTGACCCCAAGACCCGTCCCCTCCCTGC 

CTTGCAATGTCACCTTGGAGGACTTCTATGGGGTCTTCTCCTCTCCTGGATATACACACCTA 

GCCTCAGTCTCCCACCCCCAGTCCTGCCATTGGCTGCTGGACCCCCATGATGGCCGGCGGCT 

GGCCGTGCGCTTCACAGCCCTGGACTTGGGCTTTGGAGATGCAGTGCATGTGTATGACGGCG 

CTGGGCCCCCTGAGAGCTCCCGACTACTGCGTAGTCTCACCCACTTCAGCAATGGCAAGGCT 

GTCACTGTGGAGACACTGTCTGGCCAGGCTGTTGTGTCCTACCAGACAGTTGGTTGGAGCAA 

TGGTCGTGGCTTCAATGCCACCTACCATGTGCGGGGCTATTGCTTGCCTTGGGACAGACCCT 

GTGGCTTAGGCTCTGGCCTGGGAGCTGGCGAAGGCCTAGGTGAGCGCTGCTACAGTGAGGCA 

CAGCGCTGTGACGGCTCATGGGACTGTGCTGACGGCACAGATGAGGAGGACTGCCCAGGCTG 

CCCACCTGGACACTTCCCCTGTGGGGCTGCTGGCACCTCTGGTGGCACAGCCTGCTACCTGC 

CTGCTGACCGCTGCAACTACCAGAGTTTCTGTGCTGATGGAGCAGATGAGAGACGCTGTCGG 

CATTGCCAGCCTGGCAATTTCCGATGCCGGGACGAGAAGTGCGTGTATGAGACGTGGGTGTG 

CGATGGGCAGCCAGACTGTGCGGACGGCAGTGATGAGTGGGACTGCTCCTATGTTCTGCCCC 

GCAAGGTCATTACAGCTGCAGtCATTGGCAGCCTAGTGTGCGGCCTGCTCCTGGTCATCGCC 

CTGGGCTGCACCTGCAAGCTCTATGCCATTCGCACCCAGGAGTACAGCATCTTTGCCCCCCT 

CTCCCGGATGGAGGCTGAGATTGTGCAGCAGCAGGCACCCCCTTCCTACGGGCAGCTCATTG 

CCCAGGGTGCCATCCCACCTGTAGAAGACTTTCCTACAGAGAATCCTAATGATAACTCAGTG 

CTGGGCAACCTGCGTTCTCTGCTACAGATCTTACGCCAGGATATGAeTCCAGGAGGTGGCCC 

AGGTGCCCGGCGTCGTCAGCGGGGCCGCTTGATGCGACGCCTGGTACGCCGTGTCCGCCGCT 

GGGGCTTGCTCCCTCGAACCAAGACCCCGGCTCGGGCCTCtGAGGCCAGATCCCAGGTCACA 

CCTTCTGCTGCTCCCCTTGAGGCCCTAGATGGTGGGACAGGTCCAGCCGGTGAGGGCGGGGC 

AGTGGGTGGGCAAGATGGGGAGCAGGCACCCCCACTGCCCATCAAGGCtCCCCTCCCATCTG 

CTAGCACGTCTCCAGCCCCCACTACTGTCCCTGAAGCCCCAGGGCCACTGCCCTCACTGCCC 

ctagaggcatcactattgtctggagtggtgcaggccctgcgaggccgcctgttgcccagcct 
ggggcccgcaggagcaacccggagcccccctggaccccacacagcagtcctggccctggaag 
atgaggacgatgtgctactggtgccactggctgagccgggggtgtgggtagctgaggcagag 
gatgagcgactggttaccigaggggacctgggggctctactgaggcctctcccctgggggct 
ctactcatagtggcacaaccttttagaggtgggtcagcctcccctccaccacttccttggct 
gtccctggatttcagggacttggtgggcctcccgttgaccctatgtagctgctataaagtta 
agtgtccctcaggcagggagagggctcacagagtctcctctgtacgtggccatgggcagaga 
cccgagtcccttgaccaccacctgctccccacgccaccaccatttgggtggctgtttttaaa 
aagtaaagttcttagaggatcataggtctggacactccatccttgccaaacctctacccaAa 
agtggccttaagcaccggaatgccaattaactagagaccctccagcccccaaggggaggatt 
tgggcagaacctgaggttttgccatccacaatccctcgtacagggcctggctcacaaaaaga 

GTGCAACAAATGCTTCTATTCCATAGCTACGGCATTGCTCAGTAAGTTGAGGTCAAAAATAA 
AGGAATCATACATCTC 



WO 99/46281 PCT/US99/05028 

FIGURE fift 

</usr/ seqdb2/ sst/DNA/Dnaseqs min/ss .DNA49631 
<subunit 1 of 1, 713 aa, 1 stop 
<MW: 76193, pi: 5.42, NX(S/T): 4 

MLLATLLLLLLGGALAHPDRI I FPNHACEDPPAVLLEVQGTLQRPLVRDSRTSPANCTWLIL 
GSKEQTVTIRFQKLHLACGSERLTLRSPLQPLISLCEAPPSPLQLPGGNVTITYSYAGARAP 
MGQGFLIiSYSQDWLMCLQEEFQCLNHRCVSAVQRCDGyDACGDGSDEAGCSSDPFPGLTPRP 
VPSLPCNVTLEDFYGVFSSPGYTHLASVSHPQSCHWLLDPHDGRRLAVRFTALDLGFGDAVH 
VYDGPGPPESSRLLRSLTHFSNGKAVTVETLSGQAWSYHTVAWSNGRGFNATYHVRGYCLP 
WDRPCGLGSGLGAGEGLGERCYSEAQRCDGSWDCADGTDEEDCPGCPPGHFPCGAAGTSGAT 
ACYLPADRCNYQTFCADGADERRCRHCQPGNFRCRDEKCVYETWVCIX^PDCADGSDEWDCS 
YVLPRKVITAAVIGSLVCGLLLVIALGCTCKLYMRTQEYSIFAPWRMEAEIVQQQAPPSY 
GQLIAQGAIPPVEDFPTENPNPNSVLGNLRSLLQILRQDMTPGGGPGARRRQRGRLMRRLVR 
RLRRWGLLPRTNTPARASEARSQVTPSAAPLEALDGGTGPAREGGAVGGQDGEQAPPLPIKA 

PLPSASTSPAPTTVPEAPGPLPSLPLEPSLLSGWQALRGRLLPSLGPPGPTRSPPGPHTAV 
LALEDEDDVLLVPLAEPGVWVAEAEDEPLLT ' 

Important features: 
Signal peptide: 
amino acids 1-16 

Transmembrane domain: 
amino acids 442-462 

LDL-receptor class A (LDLRA) domain proteins 
amino acids 411-431, 152-171, 331-350 and 374-393 



63) .23} 
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FIGURE 69 



CGAGCTGGGCGAGAAGTAGGGGAGGGCGGTGCTCCGCCGCGGTGGCGGTTGCTATCGCTTCG 

CAGAACCTACTCAGGCAGCCAGCTGAGAAGAGTTGAGGGAAAGTGCTGCTGCTGGGTCTGCA 

GACGCGATJ5GATAACGTGGAGCCGAAAATAAAACATCGCCCCTTCTGCTTCAGTGTGAAAGG 

CeACGTGAAGATGCTGCGGCTGGCACTAACTGTGACATCTATGAGCTTTTTTATCATCGCAC 

AAGCCCCTGAACCATATATTGTTATCACTGGATTTGAAGTCACCGTTATCTTATTTTTCATA 

CTTTTATATGTACTCAGACTTGATCGATtAATGAAGTGGTTATTTTGGCCTTTGCTTGATAT 

TATCAACTCACTGGTAACAACAGTATTCATGCTCATCGTATCTGTGTTGGCACTGATACCAG 

AAACCACAACATTGACAGTTGGTGGAGGGGTGTTTGCACTTGTGACAGCAGTATGCTGTCTT 

GCCGACGGGGCCCTTATTTACCGGAAGCTTCTGTTCAATCCCAGCGGTCCTTACCAGAAAAA 

GCCTGTGCATGAAAAAAAAGAAGTTTTGTA&TTTTATATTACTTTTTAGTTTGATACTAAGt 
ATTAAACATATTTCTGTATTCTTCCAAAAAAAAAAAAAAAAAA 




WO 99/46281 

PCT/US99/05028 

></usr/seqdb2/ ss t/DNA/Dnaseqs.min/ss.DN A 49645 
Xsubunit 1 of 1, 152 aa, 1 stop 

><MW: 17170/ pi: 9.62, NX(S/T): 1 

HD^QPKIBCHRPFCFSVKGHVKMLRLALTVTSMTFFI IAQAPEPYIVTTGFEVTVTLFFILL 
GftLIYRKLLFNPSGPYQKKPVHEKKEVL ^GVFALVTAVCCLAD 

Important features: 

Potential type II transmembrane domain: 
: amino acids 26-42 

Other potential transmembrane domain : 
amino acids 44-65, 81-101 and 109-129 

Leucine zipper pattern 
amino acids 78-99 and 85-106 

N-myristoylation site. 

amino acids 110-115 

Ribonucleotide reductase large subunit protein 
amino acids 116-127 



WO 99/46281 

PCT/US99/05028 

FLG.URE.71 

GGGCGAGAAGTAGGGGAGGGCGTGTTCCGCCGCGGT<MCG(TrTr , rTaT(-v~iw™. 
TGAACCATATATTGTTATCACTGGATTTGAAGTCA^GT^TCr^TTTTT^^^^^^^ 



WO 99/46281 



PCT/US99/05028 



CAGCCCCGCGCGCCGGCCGAGTCGCTGAGCCGCGGCTGCCGGACGGGACGGGACCGGCTAGG 

CTGGGCGCGCCCCCCGGGCCCCGCCGTGGGCATSGGCGCACTGGCCCGGGCGCTGCTGCTGC 

CTCTGCTGGCCCAGTGGCTCCTGCGCGCCGCCCCGGAGCTGGCCCCCGCGCCCTTCACGCTG 

CCCCTCCGGGTGGCCGCGGCCACGAACCGCGTAGTTGCGCCCACCCCGGGACCCGGGACCCC 

TGCCGAGCGCCACGCCGACGGCTTGGCGCTCGCCCTGGAGCCTGCCCTGGCGTCCCCCGCGG 

GCGCCGCCAACTTCTTGGCCATGGTAGACAACCTGCAGGGGGACTCTGGCCGCGGCTACTAC 

CTGGAGATGCTGATCGGGACCCCCCCGCAGAAGCTACAGATTCTCGTTGACACTGGAAGCAG 
TAACTTTGCCGTGGCAGGAACCCCGCACTCCTi 



CTAGCACATACCGCTCCAAGGGCTTTGACGTCACAGTGAAGTACACACAAGGAAGCTGGA( 



'ACATAGACACGTACTTTGACACAGAGAGGT 

QQ 

GGCTTCGTTGGGGAAGACCTCGTCACCATCCCCAAAGGCTTCAATACTTCTTTTCTTG^ 
CATTGCCACTATTTTTGAATCAGAGAATTTCTTTTTGCCTGGGAT 

TTGGCCTAGCTTATGCCACACTTGCCAAGCCATCAAGTTGTCTGGAGACCTTCTTCG 



CTGGTGACACAAGCAAACATCCCCAACGTTTTCTCGATGCAGATGTGTGGAGCCGGCTTG 



TAAATGGAATGGAATAC 

ACTCC 

CGTTGCTGGATCTGGGACCAACGGAGGTAGTCTTGTCTTGGGTGGAATTGAACCAAGTTTGT 
ATAAAGGAGACATCTGGTATACCCCTATTAAGGAAGAGTGGTACTACCAGATAGAAATTCTG 
AAATTGGAAATTGGAGGCCAAAGCCTTAATCTGGACTGCAGAGAGTATAACGCAGACAAGGC 
CATCGTGGACAGTGGCACCACGCTGCTGCGCCTGCCCCAGAAGGTGTTTGATGCGGTGGTGG 
AAGCTGTGGCCCGCGCATCTCTGATTCCAGAATTCTCTGATGGTTTCTGGACTGGGTCCCAG 
CTGGCGTGCTGGACGAATTCGGAAACACCTTGGTCTTACTTCCCTAAAATCTCCATCTACCT 
GAGAGACGAGAACTCCAGCAGGTCATTCCGTATCACAATCCTGCCTCAGCTTTACATTCAGC 
CCATGATGGGGGCCGGCCTGAATTATGAATGTTACCGATTCGGGATTTCCCCATCCAC^AAT 

gcggtggtgatcggtgccacggtgatggagggcttctacgtcatcttcgacagagcccagaa 

GAGGGTGGGCTTCGCAGCGAGCCCCTGTGCAGAAATTGCAGGTGCTGCAGTGTCTGAAATTT 

ccgggcgtttctcaacagaggatgtagccagcaagtgtgtccccgctcagtctttgagcgag 

CCCATTTTGTGGATTGTGTCCTATGCGCTCATGAGCGTCTGTGGAGCCATCCTCCTTGTCTT 

aatcgtcctgctgctgctgccgttccggtgtcagcgtcgcccccgtgaccctgaggtcgtca 

ATGATGAGTCCTCTCTGGTCAGAGATCGCTGGAAATGAftTAGCCAGGCCTGACCTCAAGCAA 

ccatgaactcagctattaagaaaatca^tttcca^gcagcagccgggatc^^ 

CTTTCTCCTGTGCCCApCGGTCTTCAATCTCTGTTCTGCTCeCAGATGGCTTCTAGATTCAC 

tgtcttttgattcttgattttcaagctttcaaatcctccctacttccaagaaaaataattaa 
aaaaaaaacttcattctaa 



WO 99/46281 f PCTAJS99/05028 

FIGURE 73 

>< /us r / s eqdb2 / s s t / DNA/ Dnas eqs . min/ s s . DNA4 5 4 93 
xsubunit 1 of 1, 518 aa, 1 stop 
><MW: 56180, pi: 5.08, NX(S/T) : 2 

MGAIJ\RALLLPLLAQWLLRAAPELAPAPFTLPLRYZ^AATNRVVAPTPGPGTPAER^^ 

AXEPALASPAGAANFLAMVDNLQGDSGRGYYLEMLIGTPPQKLQILVDTGSSNFAVAGTPHS 
YIDTYFDTERSSTYRSKGFDVTVKYTQGSWTGFVGEDLVTIPKGFNTSFLVNIATIFESENF 
FLPGIKWNGILGLAYATLAKPSSSLETFFDSLVTQANIPNVFSMQMCGAGLPVAGSGTNGGS 
LVLGGIEPSLYKGDIWYTPIKEEWYYQIEILKLEIGGQSLNLDCREYNADKAIVDSGTTLLR 
LPQKVFDAWEAVARASL I PEFSDGFWTGSQLACWTNSETPWSYFPKIS I YLRDENS SRS FR 
I T I LPQL Y I QPMMGAGLN YEC YRFG I SPS TNALVIGATVMEG FYVI FDRAQKRVGFAAS PCA 

EIAGAAVSEISGPFSTEDVASNCVPAQSLSEPILWIVSYALMSVCGAILLVLIVLLLLPFRG 
QRRPRDPE WNDES S LVRHRWK 



Important features: 
Signal peptide: 
amino acids 1-20 

Transmembrane domain: 
amino acids 466-494 

N-glycosylation sites , : 

amino acids 170-173 and 366-369 

Leucine zipper pattern . 
amino acids 10-31 and 197-118 

Eukaryotic and viral aspartyl proteases 
amino acids 109-118, 252-261 and 298-310 



WO 99/46281 PCT/US99/OS028 

FIGURE 74 

CGCCTCCGCCTTCGGAGGCTGACGCGCCCGGGCGCCGTTCCAGGCCTGTGCAGGGCGGATCG 

GCAGCCGCCTGGCGGCGATCCAGGGCGGTGCGGGGCCTGGGCGGGAGCCGGGAGGCGCGGCC 

GGCATSGAGGCGCTGCTGCTGGGCGCGGGGTTGCTGCTGGGCGCTTACGTGCTTGTCTACTA 

CAACCTGGTGAAGGCCCCGCCGTGCGGCGGCATGGGCAACCTGCGGGGCCGCACGGCCGTGG 

TCACGGGCGCCAACAGCGGCATCGGAAAGATGACGGCGCTGGAGCTGGCGCGCCGGGGAGCG 

CGCGTGGTGCTGGCCTGCCGCAGCCAGGAGCGCGGGGAGGCGGCTGCCTTCGACCTCGGCCA 

GGAGAGTGGGAACAATGAGGTCATCTTCATGGCCTTGGACTTGGCCAGTCTGGCCTCGGTGC 

GGGCCTTTGCCACTGCCTTTCTGAGCTCTGAGCCACGGTTGGACATCCTCATCCACAATGCC 

GGTATCAGTTCCTGTGGCCGGACCCGTGAGGCGTTTAACCTGCTGCTTCGGGTGAACCATAT 

CGGTCCCTTTCTGCTGACACATCTGCTGCTGCCTTGCCTGAAGGCATGTGCCCCTAGCCGCG 

TGGTGGTGGTAGCCTCAGCTGCCCACTGTCGGGGACGTCTTGACTTCAAACGCCTGGACCGC 

CCAGTGGTGGGCTGGCGGCAGGAGCTGCGGGCATATGCTGACACTAAGCTGGGTAATGTACT 

GTTTGCCCGGGAGCTCGCCAACCAGCTTGAGGCCAGTGGCGTCACCTGCTATGCAGCCCAGC 

CAGGGCCTGTGAACTCGGAGCTGTTCCTGCGCCATGTTCCTGGATGGCTGCGCCCACTTTTG 

CGCCCATTGGCTTGGCTGGTGCTCCGGGCACCAAGAGGGGGTGCCCAGACACCCCTGTATTG 

TGCTCTACAAGAGGGCATCGAGCCCCTCAGTGGGAGATATTTTGCCAACTGCCATGTGGAAG 

AGGTGCCTCCAGCTGCCCGAGACGACCGGGCAGCCCATCGGCTATGGGAGGCCAGCAAGAGG 

CTGGCAGGGCTTGGGCCTGGGGAGGATGCTGAACCCGATGAAGACCCCCAGTCTGAGGACTC 

AGAGGCCCCATCTTCTCTAAGCAGCCCCCACCCTGAGGAGCCCACAGTTTCTCAACCTTACC 

CCAGCCCTCAGAGCTCACCAGATTTGTCTAAGATGACGCACCGAATTGAGGCTAAAGTTGAG 

CCTGAGATCCAGCTCTCCTAACCCTCAGGCCAGGATGCTTGGCATGGCACTTCATGGTCCTT 

GAAAACCTCGGATGTGTGTGAGGCCATGCCCTGGACACTGACGGGTTTGTGATCTTGACCTC 

CGTGGTTACTTTCTGGGGCCCCAAGCTGTGCCCTGGACATCTCTTTTCCTGGTTGAAGGAAT 

AATGGGTGAtTATTTCTTCCTGAGAGTGACAGTAACCCCAGATGGAGAGATAGGGGTATGCT 

AGACACTGTGCTTCTCGGAAATTTGGATGTAGTATTTTC^GGCCCCACCCTTATTGATTCTG 

ATC^GCTCTGGAGCAGAGGCAGGGAGTTTGCAATGTGATGGACTGCGAACATTGAGAATTAG 
TGAACTGATCCCTTTGCAACCGTCTAGC 



GAATTAGGCTCCCGAGCTAAGGGACTCGCCTAGGGTCTCACAGTGAGTAGGAGGAGGGC, 



TAGGTAGTTAAATTACCCCCATGTTAATGAAGCG 

'CTG 

GGATCTGAACCCAAGGGTCTGAGGCCAGGGCCGACTGCCGTAAGATGGGTGCTGAGAAGTGA 

GTCAGGGCAGGGCAGCTGGTATCGAGGTGCCpCATGGGAGTAAGGGGACGCCTTCCGGGCGG 

ATGC^GGGCTGGGGTCATCTGTATCTGAAGCCCCtCGGAATAAAGCGCGTTGACCGCCAAAA 
AAAAAAAAAAAAAAAAA 



V 



W ° 99/46281 PCT/US99/05028 

E1GUBE7S 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA48227 
<subunit 1 of i, 377 aa, 1 stop 

<MW: 40849, pl : 7.98, NX(S/T): 0 

mealllgaglllgayvlvyynlvkappcgcmgnlrgrtawtgansgigkmtaleijvrrgAr 

VVLACRSQERGEAAAFDLRQESGNNEVIFMALDIJ^LASVRAFATAFLSSEPRLDILIHNAG 
I S SCGRTREAFNLLLRVNHIGPFLLTHLLLPCLKACAP SRVWVASAAHCRGRLDFKRLDRP 

WGWRQELRAYADTKLANVLFARELANQLEATGWCYAAHPGPVNSELFLRHVPGWLRPLLR 

PIAWLVLRAPRGGAQTPLYCALQEGIEPLSGRYFANCHVEEVPPAARDDRAAHRLWEASKRL 

AGLGPGEDAEPDEDPQSEDSEAPSSLSTPHPEEPTVSQPYPSPQSSPDLSKMTHRIQAKVEP 
EIQLS 



important features: 
Signal peptide: 
amino acids 1-16 

Glycosaminoglycan attachment site* 
amino acids 46-49 

Short-chain alcohol dehydrogenase family 
amino acids 37-49 and 114-124 



WO 99/46281 



PCT/US99/05028 



FIGURE 7fiA 

gacccttctgctgctacagccccctgcccggggaSS?cScgSS 

JAGGCCAGCAACCGGCTTGGCACGGCAGTCAG 
:CGGGAGGATTTCCAGATCCAGCCTCGGGACA 
•GGAATGTGGGCCGCCCtGGGGCCACCCAGAGi 
■CCCTGGCCCTCCAGCCCGGAAGGCACACAGT< 
lGAGAAGAGTGACGAAGGGACCTACATGTGTG' 
ICCGCGCAGCCCGGGTTTCCATCCAGGAGCCCl 
;CTGTGCGAATTCAGCTGGAAAATGTGACACT( 
'CCTAGACCGGCGGTGTGGCTGAGCTGGAAGG , 

cacggccttgttcaggacccagactgccccg< 

TGCTGGGCGGCTGGCAGAGCGCAGAGCTTGGi 
AAAGTGAGACCATCCTCTGGCCGGGCTCGAG( 
GCCGGAAAAAGTGCCCAGTGCCCCACCTCAG( 
TCTTTGTGAGCTGGGTCCCACCACCTGCTGA2 
GTCTGGAGCCTGGGCAACACATCACTGCGAC( 
CCAGCTGGAAATCGCCACCCATATGCCAGGC1 
GTGCTGGAGCTGGGGAGCCCAGTAGACCTGTC 
GCCACCCAAGAACCCAGTGAGCATGGTCCCTC 
GCGGCCTGAGGTCATTGCCACCTGCGGTGTTC 
TGTGTATCCACCGCCGGCGCCGAGCTAGGGTC 
flGTGAGGATGCCATCCTAAAAGACAGGATGGJ 
rTGGCGTTCCACCTCTGGCTCTCGGGACCTG? 
SGGCGGATGCCCGGGACCCACTAGACTGTCG1 
:CCGGCGTGCCCCTGCTTCCAGACACCAGCAC 

:tccagtaccccagccaggccaagtccccagg 

rGGCCCAGCTCTCCAGCCCCTGTTCCAGCTCa 
rCTCCCCGCTTGTCTCTGGCCCCTGCAGAGGC 
aCATGCCAACAGTTCCCCACTGCTCCGGGGCS 
PAGGAAATAGAGGTTCCAAGAACCTTTCCCAfl 
jCCTGGCGGGCCCTGGGACCGAAACTCCTCAG 
XCTCCAGCACCCCTCTTTCCTCATGAAACTC 

:ggtggcaccacaggctccgtcctccatcgtg 
xctggagtcgccctagcccccaggcctcttc 

XTGTCCAGCTCCTCACTGTCATCCCTGGGGG 
VGGTAGCCCTGTGCTTGGAACTCAGTGAGGGT 
ITGCCAAGGGCTCCTTCACCCCCCACCACGTA 
JTTCACGGACATGGGCAGGACTGGAGGAGGGG 

^CCTCGGCCGTGCCTCACCCCCACCCCCAGG 
JCCTCTGAGGACAATGCCGCCAGCGCCAGAGC 
:CTCGCTGATGCTCACTTTGCCCGGGCCCTGG 
"AGAGCCCAGGGAGGCAGACTGCGTCTTCATA 
iAGATCTTCCTGACCCCCAACCTCTCCCTGCC 
lGACATGGAGGTCAGCCACACCCAGCGGCTGGi 

:tcagatctcttcccagagaagtcagctccac 



^I^I555I^ gcagttta ctctggaatgtgggccgccctgggg( ^^tggtggc 

iaacccctggccctccagcccggaac 

lGCAGAGAAGAGTGACGAAGGGACCI 
lGAGCCGCGCAGCCCGGGTTTCCATC 
TGGCTGTGCGAATTCAGCTGGAAA? 

aagcctagaccggcggtgtggctg; 
:ttacacggccttgttcaggagccac 
agctgctgggcggctggcagagcgc 
ttcaaagtgagaccatcctctggcc 
gctgccggaaaaagtgcccagtgcc 
ctgtctttgtgagctgggtcccacc 
caggtctggagcctgggcaacacai 

GACCCAGCTGGAAATCGCCACCCA'I 

ctggtgctggagctggggagcccag 
cgagccacccaagaacccagtgagc 
gaagcggcctgaggtcattgccacc 
gcgtgtgtatccaccgccggcgccg 
accagtgaggatgccatcctaaaac 
cacttggcgttccacctctggctct 

rGGGGGCGGATGCCCGGGACCCACT 
&GCCCCGGCGTGCCCCTGCTTCCAG 
3CCCTCCAGTACCCCAGCCAGGCCA 
!VGCf GGCCCAGCTCTCCAGCCCCTG 
rCTTCTCCCCGCTTGTCTCTGGCCC 
jCAGCATGCCAACAGT tccccactg 
\GTTAGGAAATAGAGGTTCCAAGAA 
STTGCCTGGCGGGCCCTGGGACCGA 
PCTCCCTCCAGCACCCCTCTTTCCTi 

:tccggtggcaccacaggctccgtg 
vgcccctgcagtccccctagccccg 
rcgcctgtccagctcctcactgtca' 
vggaggtagccctgtgcttggaactl 
:gcatgccaagggctccttcacccc< 
^gagttcacggacatgggcaggact( 
;cccacctcggccgtgcctcacccc< 
'cagcctctgaggacaatgccgcca( 
:ttcctcgctgatgctcactttgcc< 
;tctagagcccagggaggcagactg< _ 



GCGAATTCAGCTGGAAAATGTGACACT( 

gaccggcggtgtggctcagctggaagg' 
gccttgttcaggacccagactgcccc© 
gggcggctggcagagcgcagagcttggj 

TGAGACCATCCTCTGGCCGGGCTCGAG( 

gaaaaagtgcccagtgccccacctcagc 

TGTGAGCTGGGTCCCACCACCTGCTGA2 
GGAGCCTGGGCAACACATCACTGCGACC 
CrGGAAATCGCCACCCATATGCCAGGC*] 
TGGAGCTGGGGAGCCCAGTAGACCTGTC 
CXCAAGAACCCAGTGAGCATGGTCCCTC 
-CTGAGGTCATTGCCACCTGCGGTGTTC 
rATCCACCGCCGGCGCCGAGCTAGGGTC 
1GGATGCCATCCTAAAAGACAGGATGGJ 
-GTTCCACCTCTGGCTCTCGGGACCTG* 
3GATGCCCGGGACCCACTAGACTGTCGT 
SCGTGCCCCTGCTTCCAGACACCAGCAC 
\GTACCCCAGCCAGGCCAAGTCCCCAGG 
:CAGCTCTCCAGCCCCTGTTCCAGCTCa 
:CCGCTTGTCTCTGGCCCCTGCAGAGGC 

3ccaacagttccccactgctccggggca 
u^atagaggttccaagaacctttcccafl 
;gcgggccctgggaccgaaactcctcag 
"cagcacccctctttcctcatgaaactc 
jgcaccacaggctccgtcctccatcgtg 
icagtccccctagcccccaggcctcttc 

'CCAGCTCCTCACTGTCATCCCTGGGGG 
LGCCCTGTGCTTGGAACTCAGTGAGGGT 
lAAGGGCTCCTTCACCCCCCACCACGTA 
lCGGACATGGGCAGGACTGGAGGAGGGG 
•CGGCCCTGCCTCACCCCCACCCCCAGC 



E™^I?? TGCAGAGGGC CCCAAGCCTAGACCGGC ^ V * A ™ A ^^CACTGCTGAAC 

ACACGGCCTTGT 
CTGCTGGCCGGC 
CAAAGTGAGACC 
TGCCGGAAAAAG' 
GTCTTTGTGAGC' 
GGTCTGGAGCCH 
CCCAGCTGGAAA* 
GGTGCTGGAGCT< 
kGCCACCCAAGAi 
kGCGGCCTGAGG' 
jTGTGTATCCAO 
ZAGTGAGGATGCt 

:ttggcgttccac 

jGGGCGGATGCCC 

:cccggcgtgccc 
:ctccagtacccc 

"f GGCCCAGCTC 1 ] 
TTCTCCCCGCTTC 
iGCATGCCAACAC 
T TAGGAAATAGAC 
TGCCTGGCGGGCC 
:CCCTCCAGCACC 
ICGGTGGCACCAC 
ICCCTGCAGTCCC 
;CCTGTCCAGCTC 
iAGGTAGCCCTGl 
7VTGCCAAGGGC1 



CCCTGCTGCGCCTGCCCAATCTTACAGGGC^ 

G 
A 
h 

Ti 
ft) 
3< 

r* • 

Ti 

r< 

••■< 

r. 
v: 

-*r 

J. 

a 
vc 
:c 

a 
x 

iC 
iC 
X 

CATCAGCGfcc55^SCTa^T?^ 



TGGCCQ 
GTGCCO 
CCACCA* 
CACATG 
CCCATA' 
GCCAGTi 
TGAGCA' 
ZCACCTC 
~GCCGA( 
WVACAC 
jCTCTCC 

:cactac 

TCCAGAC 
^GCCAAC 

;cctgti 

jGCCCCT 
IACTGC1 
VAGAACC 
VCCGAAJ 
iTCCTCJ 3 

:cgtcci 
:ccccag 

'GTCATC 

ACTCCCAGG^GC^C^^ 



GA CTGGGGCCAAGACTACGAGTTCAAAGTGAGAC^AT^ 

GCGTGCAAGTGGCTGCAGTCACTGGTGCTGGAGCTG( 
CTTTTAGAGCAGGCCATGGAGCGAGCCACCCAAGAA( 
GGAGCAGCTGAGGGCTAGCTTGAAGCGGCCTGAGGT( 
GGCTGCTGCTTCTGGGCACCGGCGTGTGTATCCACCC 
GGCCCAGGTCTGTACAGATATACCAGTGAGGATGCa 
TGAGTCCCAGTGGTTGGCAGACACTTGGCGTTCCACC 
GCAGCAGCCTCAGCAGTCGGCTGGGGGCGGATGCCCt 
TTGCTCTCCTGGGACTCCCGAAGCCCCGGCGTGCCCC 
IS^ TCCCTCATCGCTGAG CTGCCCTCCAGTACCCO 
CTGTCAGGCGCCTCCCACCCCAGCfGGCCCAGCTCTC 
CTCTGCAGCCGCAGGGGACTCTCTTCTCCCCGCTTG'] 
GGCCAAAAAGAAGCAGGAGCTGCAGCATGCCAACAGa 
CCTTGGAGCTCCGGGCCTGTGAGTTAGGAAATAGAGC 
GGAGCTGTGCCCCAAGCTCTGGTTGCCTGGCGGGCCC 

c^g^gSa^I A ^^^ TCTCCCTC ^^ 



ggagcagctgagggctagcttgaagcggcctgagg- - ggtccctggagcct 

GGCTGCTGCTTCTGGGCACCGGCGTGTGTATi 
GGCCCAGGTCTGTACAGATATACCAGTGAGG 
TGAGTCCCAGTGGTTGGCAGACACTTGGCGT' 
GCAGCAGCCTCAGCAGTCGGCTGGGGGCGGA' 
TTGCTCTCCTGGGACTCCCGAAGCCCCGGCG' 
TGGCTCCCTCATCGCTGAGCTGCCCTCCAGTJ 
CTGTCAGGCGCCTCCCACCCCAGCfGGCCCA( 
CTCTGCAGCCGCAGGGGACTCTCTTCTCCCC( 

dcSG^^? A S AGCTGCAGCATGC ^ 
GGAGCTGTGCrrr A»r^T^3 GA ^ 

GGA E G ? G . TGCCCCAA GCTCTGGTTGCCTGGCGGGCCCTGGGACCGAAACTCCTC^TCCTC 



TGAGTCCCAGTGGTTGGCAGACACTTGGCGTTC( 
GCAGCAGCCTCAGCAGTCGGCTGGGGGCGGATGI 
TTGCTCTCCTGGGACTCCCGAAGCCCCGGCGTG( 
TGGCTCCCTCATCGCTGAGCTGCCCTCCAGTACCi 

G?Sr A ArrrS^ ACCCCAGCtG 

CTCTGCAGCCGCAGGGGACTCTCTTCTCCCCGCTTGTCTCTGGCCCCTGCAGAGGCtTG^ 



Jp GG IEJ gg J gggactccc gaagccccck;cgtgcccctgcttcc^gacac 



CAGGTTGTTTTGGCCT(SAGGAGCAGCCCTGCCTGGTGCTCTTCCCCCACOTTG^^ 



WO 99/46281 PCT/US99/05028 

FIGURE 76B 

GGAAGTGGAGGAGCGAGAGGTGCCtTTGTGGAGGACAGCAGTGGCTGCTGGGAGAGGGCTGT 
GGAGGAAGGAGCTTCTCGGAGCCCCCTCTCAGCCTTACCTGGGCCCCTCCTCTAGAGAAGAG 
CTCAACTCTCTCCCAACCTCACCATGGAAAGAAAATAATTATGAATGCCACTGAGGCACTGA 
GGCCC TAG C T CATGCCAAACAAAGGGTTCAAGGCTGGGTCTAGCGAGGATGCTGAAGGAAGG 
GAGGTATGAGACCGTAGGTCAAAAGCACCATGCTCGTACTGTTGTCAGTATGAGCTTAAGAA 
ATTTGATACCATAAAATGGTATVAZyyVAAAAAAAAAAAAAAAAAAAAA/yy^ 



\ 



WO 99/46281 PCT/US99/05028 

FIGURE 77 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA41404 
<subunit 1 of 1, 985 aa, 1 stop 

<MW: 105336, pi: 6.55, NX(S/T): 7 

MGGMAQDSPPQILVHPQDQLFQGPGPARMSCQASGQPPPTIRWLLNGQPLSMVPPDPHHT T P 
° G L L r ^ LQPPARG ^ 

VAWGEQFTLECGPPWGHPEPTVSWWKDGKP^^ 

A ™* A f RESP ^ VSI ^ 

o^ P ? QSYT ^ FRTQTAPGG ^^ 

^Si LRLPE ^ 

awtwgeqtqleiathmpgsycvqvaavtc^^ 

TLEQLRATLKRPE V I AT CGVALWLLLLGTAVC I HRRRRA^VHLGPGL YRY^EDAI LKHRMD 
FYGSLIAELPSSTPARPSPQVPAVRRLPPQIAQLSSPGSSSDSLCSRRGLSSPRL^S 

w^kkqelqhansspllrgshslelracelgnrgsknlsqspgavpqalI^g^S 
ssnelvtrhlppaplfphetpptqsq^ 

lsgpspassrlsssslsslgedqdsvltpeevalci^lsegeetprnsvspmprapsppwy 

fJX^DGSFIJmWARALAVAVDSFGF^^^ 

lwewrpdwledmevshtqrlgrgmppwppdsqissqrsqlhcrmpkagaspvtjys 

Important features: 
Transmembrane domain: 

amino acids 448-467 

N-glycosylation sites: 

amino acids 224-227, 338-341, 367-370, 374-377, 658-661 and 926- 

f 

1 + I 

N-myristoylation sites. 

Si" 0 ™?? 5 47 " 52 ' 8 °- 85 ' 88 ~?3* 99-104, 105-110, 181-186 272- 
f54^f d ^ 88 f 5 - 360 ^ 403 - 408 ' 462 " 467 ' 561-566; 652-657 6 ; III 

Phosphotyrosine interaction domain proteins 
amino acids 740-753 



WO 99/46281 



PCT/US99/05028 



FIGURE 7ft 



"^S^^??^ CGCC ^ G ^^GGCTTCTGGTCCTGCTATGGGGTTGCCTGCTGCT 

AGCGGGTTCGA 

CCGGAAGTACT 
CAGAAGAAGAA 
CTCTCGCTCAT 
GGTCGAAAAAC 
GCTGTCCTCCC 
GCAAAAGCTCA 

CACAGCCAAGC 
SGCACGAAAGG 

• : — — A v. A v,v, x x <JWiGGGAGCTCCCG< 

™5^??9^^^^^^^?^^^^CCAGTCCAGCTCTCAGCAGTGGCAGCTGTAAGCCCAGG 



S^™^52^™GAGGGrc^^ 

ACTG 
GAAG 
CATT 
AACG 
CCCT 
TCAG 
AGCA 

ag ^e c ieet^ cc ^ g ^^ 



^^SS^^E^EI^^^ GCT ^GGACCACCG(^GTACTGGTGCAGC^GGGT 

GAAGAAGAAGGG 

CTCGCTCATTGT 
TCGAAAAACGGG 
TGTCCTCCCTCC 
^AAAGCTCAGCA 

^^GCCCCTCC^T^ 



\TT 
\CG 

:ct 



™_„C* 



GTGTCCATCCCGATGGTCCGCATACTGGCCCCAGTCCTGGTGCTGCTGAGrrTTrTrTrjv^ 
C^GGCCTGATCGCCTTCTGC*GCC*CCTGCTCCTGTG^ 

SGGG^rSrr^ 

GQTGGGCTTCTCGAAGTTTGTCTC^GCGlAfiGGCAGGAGGCCCTCCTCMCCAGrrrArrarT 
GMGCAGTATGGCTGGCTGGATCAG(^CCGATTCCCGAAAGCTTTC^ 

GCCTGACCTAGAAGCGTTTGTCAGCCCTGGAGCCCAGAGGGGTGGcS 

GCAGGGCCAGACAAGGCTCAGTGGATCTGGTeTGAGTTTCAATCTGCCAGGAAr^rrrS? 

ctcatgcccagtgtcggaccctgccttcctcccactccagaccccaS 
ggggtgagactgggattctggcttc^^ 



™ G ^ AAAACGTGATTCCTGGCCC ^ CC ^^ 

GACTCTO^TTCTAACAATGCCCAGTGACTGTCGCACTTGtGTT GGGCT ? GGTG CAG 

atgaacgctcacaccccttcagcttagagtctgcatttgggctgtgacgtctccacctgccc 



CTTGAGTTTGAGGGCCAGTGGGCCTG 



^ A SSJ^r TGTCTGCGACACCAGATC ^ CGTGGG GACTCCCC 
ISE AG ? GGTTGGT CAGGTCAGGTGCACATTG(mGGATAAGCCCAGGACCGGCACA 



TTGCCTTTNCCATTTGCCCTCCCTGGNCCATGCCTTCTTGCCTTTGGAAAAAATrATraa^B 

AAACCTTGGCTCCTTCCTTGTCTGGAAAGGGTTACTTGCCTATGGGTTrr^rT 
GAAAAGTAGAATVACCAGAGTG^ 

ATACCTGAAGGTGACTCCGAGTCCAGCCGCCTGGAGAASlicS 



G S™ CTACfATTTTTTTTCTTTTTe< ^ TT ATTATTGTTTTTTAAGACAGA^ 



CCATGTTGGCCAGGCTGGTCTTGAAC TCC TGAC 
_ AAATTGCCGG 

I5?r?rSJ A IH CCTTTAAAAAGTGAAATTAAGA ^ 



ITTCAGTATGCAAAACTTGGAAAG 
ATAGTCTCACCAGAGACTATGAT 



W0 99/46281 PCTAJS99/0S028 

FIGURE 79 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA44196 
<subunit 1 of 1, 332 aa, 1 stop 
<MW: 36143, pi: 5.89, NX(S/T): 1 

MRLLVLLWGCLLLPGYEALEGPEEISGFEGDTVSLQCTYREELRDHRKYWCRKGGILFSRCS 
GTIYAEEEGQETMKGRVSIRDSRQELSLIVTLWNLTLQDAGEYWCGVEKRGPDESLLISLFV 
FPGPCCPPSPSPTFQP1ATTRLQPKAKAQQTQPPGLTSPGLYPAATTAKQGKTGAEAPPLPG 
TSQYGHERTSQYTGTSPHPATSPPAGSSRPPMQLDSTSAEDTSPALSSGSSKPRVSIPMVRI 
LAPVLVLLS LLS AAGL I AFC SHLLLWRKEAQQATETQRNEKFWLSRLTAEEKEAPSQAPEGD 
VISMPPLHTSEEELGFSKFVSA 

Important features: v ' 

Signal peptide : 
amino acids 1-17 

Transmembrane domain: 
amino acids 248-269 

N-glycosylatioii site, 
amino acids 96-99 

Fibrinogen beta and gamma chains C- terminal domain, 
amino acids 104-113 

Ig like V-type domain: 
amino acids 13-128 



WO 99/46281 



PCTAJS99/05028 



FIGURE SO 

TTGTGACTAAAAGCTGGCCTAGCAGGCCAGGGAGTGCAGCTGCAGGCGTGGGGGTGGCAGGA 

GCCGCA(^GGCA(^GCAGACAGCCGAGAAAC^GGTGGACAGTGT(^(^caiGTGGTCTC 

GCTCTGTTGCCCAGGCTAGAGTGTACTGGCGTGATCATAGCTCACTGCAGCCTCAGACTCCT 

GGACTTGAGAAATCCTCCTGCCTTAGCCTCCTGCATATCTGGGACTCCAGGGGTGCACTCAA 

GCCCTGTTTCTTCTCCTTCTGTGAGTGGACCACGGAGGCTGGTGAGCTGCCTGTCATCCCAA 

AGCTCAGCTCTGAGCCAGAGTGGTGGTGGCTCCACCTGTGCCGCGGGCATAGAAGCCAGGAG 

CAGGGCTCTC^GAAGGCGGTGGTGCCCAGCTGG(aTCM$^TGTTGGCCCTGGTCTGTCTGC 

TCAGCTGCCTGCTACCCTCC^GTGAGGCCAAGCTCTACGGTCGTTGTGAACTGGCCAGAGTG 

CTACATGACTTCGGGCTGGACGGATACCGGGGATACAGCCTGGCTGACTGGGTCTGCCTTGC 

TTATTTCACAAGCGGTTTC^CGCAGCTGCTTTGGRCTACGAGGCTGATGGGAGCACCAAC^ 

ACGGGATCTTCCAGATCAACAGCGGC^GGTGGTGCAGC^CCTCACCCCGAACGTCCCCAAC 

GTGTGCCGGATGTACTGCTCAGATTTGTTGAATCGTAATCTCAAGGATACCGTTATCTGTGC 

CATGAAGATAACCCAAGAGCCTCAGGGTCTGGGTTACTGGGAGGCCTGGAGGCATCACTGCC 

AGGGAAAAGACCTCACTGAATGGGTGGATGGCTGTGACTTCTAfiGATGGACGGAACCATGCA 

GAGCAGGCTGGGAAATGTGGTTTGGTTCCTGACCTAGGCTTGGGAAGACAAGCCAGCGAATA 
AAGGATGGTTGAACGTGAAA 



WO 99/46281 PCT/US99/05028 

F1GURF «1 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss . DNA52187 
<subunit 1 of 1, 146 aa, 1 stop' 

<MW: 16430, pi: 5.05, NX(S/T): 1 - 

MLLALVCLLSCLLPSSEIAKLYGRCELARVLHDFGLDGYRGYSLADWVCLAYFTSGTOAA^ 

ITQEPQGLGY 



YEADGS TNNGI FQ I NS RRWCSNLT PNVPNVCRMYC S DLLNPNLKDT VI CflMK 



WEAWRHHCQGKDLTEWVDGCDF 

Important features: 
Signal peptide: 
amino acids 1-18 

N-myristoylation site. 

amino acids 67-72 



Homolgous region to Alpha-lactalbumin / lysozyme C proteins 

amino acids 34-58 (catalytic domain) , 111-132 and 66-107 



) 



WO 99/46281 



PCT/US99/05028 



FIGURE 8? 

AGCCGCTGCCCCGGGCCGGGCGCCCGCGGCGGCACCATSAGTCCCCGCTCGTGCCTGCGTTC 
GCTGCGCCTCCTCGTCTTCGCCGTCTTCTCAGCCGCCGCGAGCAACTGGCTGTACCTGGCCA 
AGCTGTCGTCGGTGGGGAGCATCTCAGAGGAGGAGACGTGCGAGAAACTCAAGGGCCTGATC 
CAGAGGCAGGTGCAGATGTGCAAGCGGAACCTGGAAGTCATGGACTCGGTGCGCCGCGGTGC 
CCAGCTGGCCATTGAGGAGTGCCAGTACCAGTTCCGGAACCGGCGCTGGAACTGCTCCACAC 
TCGACTCCTTGCCCGTCTTCGGCAAGGTGGTGACGCAAGGGACTCGGGAGGCGGCCTTCGTG 
TACGCCATCTCTTCGGCAGGTGTGGCCTTTGCAGTGACGCGGGCGTGCAGCAGTGGGGAGCT 
GGAGAAGTGCGGCTGTGACAGGACAGTGCATGGGGTCAGCCCACAGGGCTTCCAGTGGTCAG 
GATGCTCTGACAACATCGCCTACGGTGTGGCCTTCTGACAGTCGTTTGTGGATGTGCGGGAG 
AGAAGCAAGGGGGCCTCGTCCAGCAGAGCCCTCATGAACCTCCACAACAATGAGGCCGGCAG 
GAAGGCCATCCTGAC^CAGATGCGGGTGGAATGCAAGTGCCACGGGGTGTCAGGCTCCTGTG 
AGGTAAAGACGTGCTGGCGAGCCGTGCCGCCCTTCCGCCAGGTGGGTCACGCACTGAAGGAG 
AAGTTTGATGGTGCCACTGAGGTGGAGCCACGCCGCGTGGGCTCCTCCAGGGCACTGGTACC 
AGGCAACGCACAGTTCAAGCCGCACACAGATGAGGACCTGGTGTACTTGGAGCCTAGCCCCG. 
ACTTCTGTGAGCAGGACATGCGCAGCGGCGTGCTGGGCACGAGGGGCCGCACATGCAACAAG 
ACGTCCAAGGCCATCGAGGGCTGTGAGCTGCTGTGCTGTGGCCGCGGCTTCCACACGGCGCA 
GGTGGAGCTGGCTGAACGCTGCAGCTGCAAATTCCACTGGTGCTGCTTCGTCAAGTGCCGGC 
AGTGCCAGCGGCTCGTGGAGTTGCACACGTGCCGATG^CGCCTGCCTAGCCCTGCGCCGGC 
AACCACCTAGTGGCCCAGGGAAGGCCGATAATTTAAACAGTCTCCCACCACCTACCCCAAGA 
GATACTGGTTGTATTTTTTGTTCTGGTTTGGTTTTTGGGTCCTCATGTTATTTATTGCCGAA 
ACCAGGCAGGCAACCCCAAGGGCACCAACCAGGGCCTCCCCAAAGCCTGGGCCTTTGTGGCT 
GCCACTGACCAAAGGGACCTTGCTCGTGCCGCTGGCTGCCCGCATGTGGCTGCCACTGACCA 
CTCAGTTGTTATCTGTGTCCGTTTTTCTACTTGCAGAeCTAAGGTGGAGTAACAAGGAGTAT 
TACCACCACATGGCTACTGACCGTGTCATCGGGGAAGAGGGGGCCTTATGGCAGGGAAAATA 
GGTACCGACTTGATGGAAGTCACACCCTCTGGAAAJVAAGAACTCTTAACTCTCCAGCACACA 
TACACATGGACTCCTGGCAGCTTGAGCCTAGAAGCCATGTCTCTCAAATGCCCTGAGAAAGG 
GAACAAGCAGATACCAGGTCAAGGGCACCAGGTTCATTTCAGCCCTTACATGGACAGCTAGA 
GGTTCGATATCTGTGGGTCCTTCCAGGCAAGAAGAGGGAGATGAGAGCAAGAGACGACTGAA 

gtcccaccctagaacccagcctgccccagcctgcccctgggaagaggaracttaaccactcc 
ccagacccacctaggcaggcatatagggtggcAtcctggaccagggatcccgggtgtgcgtt 

TGCAGTCATGCCCGAGTGACCTTTCACAGCGCTGTTCCTCCATGAAACTGAAAAACACAGAC 
ACACACACA(^CACACACACACACACAC^CACAC^CACGGACAC^CACACACACCTGCGAGA 
GAGAGGGAGGAAAGGGCTGTGCCTTTGCAGTCATGCCCGAGTCACCTTTGACAGCACTGTTCCTC 



WO 99/46281 PCT/US99/05028 

FIGURE 83 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA48328 
<subunit 1 of 1, 351 aa, 1 stop 

<MW: 39052, pi: 8 . 97, NX (S/T) : 2 

MSPRSCLRSLRLLVraVFSAWVSNWLYIJUCLSSVGSISEEETCEKLKGLIQRQV<^CKRNLE 

VMDSVRRC^QIAIEECQYQFRNRRWNCSTLDSLPVFGKVVTQGTREAAFVYAISSAGVAFAV 

TRACSSGELEKCGCDRTyHGVSPQGFQWSGCSDNIAYGVAFSQSF\nDVP%ERSKGASSSRALM 
NLHNNEAGRKAILTHMRVECKCTC^SGSCEVKTCWRAVPPFRQVGHALKEKFD^ 

VGSSRALVPRNAQETCPHTDEDLWLEPSPDFCEQDMRSGVLGTRGRTOJKTSKAIDGCELLC 
CGRGFHTAQVELAERCSCKFHWCCFVKCRQCQRLVELHTCR 

Important features: 
Signal peptide: 
amino acids 1-22 

N-glycosylation sites. 

amino acids 88-91 and 297-300 

Wn t-1 family signature, 
amino acids 206-215 

1 

Homologous region to Wnt-1 family proteins 

amino acids 183-235, 305-350, 97-138, 53-92 and 150 -174 



WO 99/46281 



PCTAJS99/05028 



FIGURE R4. 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCTGGGTGCCTGCAT 
CGCCA2SGA(^CCACC^GGTACAGCAAGTGGGGCGGCAGCTCCGAGGAGGTCCCCGGAGGGC 
CCTGGGGACGCTGGGTGCACTGGAGCAGGAGACCCCTCTTCTTGGCCCTGGCTGTCCTGGTC 
ACCACAGTCCTTTGGGCTGTGATTeTGAGTATCCTATTGTCCAAGGCCTCCACGGAGCGCGC 
GGCGCTGCTTGACGGCCACGACCTGCTGAGGACAAACGCCTCGAAGCAGACGGCGGCGCTGG 
GTGCCCTGAAGGAGGAGGTCGGAGACTGCCACAGCTGCTGCTCGGGGACGCAGGCGCAGCTG 
CAGACCACGCGCGCGGAGCTTGGGGAGGCGCAGGeGAAGCTGATGGAGCAGGAGAGCGCGCT 
GCGGGAACTGCGTGAGCGCGTGACCCAGGGCTTGGCTGAAGCCGGCAGGGGCCGTGAGGACG 
TCCGCACTGAGCTGTTCCGGGCGCTGGAGGCCGTGAGGCTCCAGAACAACTCCTGCGAGCCG 
TGCCCCACGTCGTGGCTGTCCTTCGAGGGCTCCTGCTACTTTTTCTCTGTGCCAAAGACGAC 
GTGGGCGGCGGCGCAGGATCACTGCGCAGATGCGAGCGCGCACCTGGTGATCGTTGGGGGCC 
TGGATGAGCAGGGCTTCCTCACTGGGAACACGCGTGGCCGTGGTTACTGGCTGGGCCTGAGG 
GCTGTGCGCCATCTGGGCAAGGTTCAGGGCTACCAGTGGGTGGACGGAGTCTCTCTCAGCTT 
GAGCCACTGGAACCAGGGAGAGCCCAATGACGCTTGGGGGCGCGAGAACTGTGTCATGATGC 
TGCACACGGGGCTGTGGAACGACGCACCGTGTGACAGCGAGAAGGACGGCTGGATCTGTGAG 
AAAAGGCACAACTGCIGACCCCGCCCAGTGCCCTGGAGCCGCGCCCATTGCAGCATGTCGTA 
TCCTGGGGGCTGCTCACCTCCCTGGCTCCTGGAGCTGATTGCCAAAGAGTTTTTTTCTTCCT 
CATCCACCGCTGCTGAGTCTCAGAAACACTTGGCCCAACATAGCCCTGTCCAGCCCAGTGCC 

tggggtctgggacctccatgccgacctcatcctaactccactcacgcagacccaAcctaacc 

TCCACTAGCTCCAAAATCCCTGCTCCTGCGTCCCCGTGATATGCCTCCACTTCTCTCCCTAA 
CCAAGGTTAGGrGACTGAGGACTGGAGCTGTTTGGTTTTCTCGCATTTTCCACCAAACTGGA 
AGCTGTTTTTGCAGCCTGAGGAAGCATCAATAAATATTTGAGAAATGAAAAAA 



WO 99/46281 PCT/US99/05028 

FIGURF «R 

</usr/s6qdb2/sst/DNA/Dnaseqs.min/ss.DNA56352 
<subunit 1 of 1, 293 aa, 1 stop 

<MW: 32562, pi: 6.53, NX(S/T): 2 

MDT TRYSKWGGS SEE VPGGPWGRWVHWS RRPLFLALAVLVTTVLWAVI LS I LLSKASTERAA 

LLIX3HDLLRTNASKQTAMiGALKEEVGDCHSCCSGTQAQLQTTPJ\ELGEAQAKLMEQESALR 

ELRERVTQGLAEAGRGREDVRTELFRALEAVRLQNNSCEPCPTSWLSFEGSCYFFSVPKTTW 

AAAQDHCADASAHLVIVGGLDEQGFLTRNTRGRGYWLGLRAVRHLGKVQGYQWVDGVSLSFS 
HWNQGEPOT)AWGRENCVMMLHTGLWNDAPCDSEKDGWICEKRHNC 

Important features: 

Type II transmembrane domain: 

amino acids 31-54 

N-glycosylation sites. 

amino acids 73-76 and 159-162 

Leucine zipper pattern, 
amino acids 102-123 

N-myristoylation sites. 

amino acids 18-23, 133-138 and 242-247 

C-type lectin domain signature, 
amino acids 264-287 



WO 99/46281 



PCT/US99/05028 



FIGURE fifi 

GCCAGGGGAAGAGGGTGATCCGACCCGGGGAAGGTCGCTGGGCAGGGCGAGTTGGGAAAGCG 

GCAGCCCCCGCCGCCCCCGCAGCCCCTTCTCCTCCTTTCTCCCACGTCCTATCTGCCTCTCG 

CTGGAGGCCAGGCCGTGCAGCATCGAAGACAGGAGGAACTGGAGCCTCATTGGCCGGCCCGG 

GGCGCCGGCCTCGGGCTTAAATAGGAGCTCCGGGCT.CTGGCTGGGACCCGACCGCTGCCGGC 

CGCGCTCCCGCTGCTCCTGCCGGGTGAISGAAAACCCCAGCCCGGCCGCCGCCCTGGGCAAG 

GCCCTCTGCGCTCTCCTCCTGGCCACTCTCGGCGCCGCCGGCCAGCCTCTTGGGGGAGAGTC 

CATCTGTTCCGCCAGAGCCCCGGCC^TACAGCATCACCTTCACGGGCAAGTGGAGCCAGA 

CGGCCTTGCCeAAGCAGTACCCCCTGTTCCGCCCCCCTGCGCAGTGGTCTTCGCTGGTGGGG 

GCCGCGCATAGCTCCGACTACAGCATGTGGAGGAAGAACCAGTACGTCAGTAACGGGCTGCG 

CGACTTTGCGGAGCGCGGCGAGGCCTGGGCGCTGATGAAGGAGATCGAGGCGGCGGGGGAGG 

CGCTGCAGAGCGTGCACGAGGTGTTTTCGGCGCCCGCCGTCCCCAGCGGCACCGGGCAGACG 

TCGGCGGAGCTGGAGGTGCAGCGCAGGCACTCGCTGGTCTCGTTTGTGGTGCGCATCGTGCC 

CAGCCCCGACTGGTTCGTGGGGGTGGACAGCCTGGACCTGTGCGACGGGGACCGTTGGCGGG 

AACAGGCGGCGCTGGACCTGTACGCGTACGACGCCGGGACGGACAGCGGCTTGACCTTCTGC 

TCCCCCAACTTCGCCACCATCCCGCAGGACACGGTGACCGAGATAACGTCCTCCTCTCCCAG 

CCACCCGGCCAAGTCCTTCTACTACCCGCGGCTGAAGGCCCTGCCTCCCATCGCCAGGGTGA 

CACTGCTGCGGCTGCGACAGAGCCCCAGGGCCTTCATCCCTCCCGCeCCAGTCCTGCCCAGC 

AGGGACAATGAGATTGTAGACAGCGCCTCAGTTGCAGAAACGCCGCTGGACTGCGAGGTCTC 

CCTGTGGTCGTCCTGGGGACTGTGCGGAGGCCACTGTGGGAGGCTCGGGACCAAGAGCAGGA 

CTCGCTACGTCCGGGTCCAGCCCGCCAACAACGGGAGCCCCTGCCCCGAGCTCGAAGAAGAG 

GCTGAGTGCGTCCCTGATAACtGCGTC^AAGACCAGAGCCCCGCAGCCGCTGGGGCCCCCCG 

GAGCCATGGGGTGTCGGGGGCTCCTGTGCAGGCTCATGCTGCAGGCGGCCGAGGGCACAGGG 

GGTTTCGCGCTGCTCCTGACCGCGGTGAGGeCGCGCCGACCATCTCTGCACTGAAGGGCCCT 

CTGGTGGCCGGCACGGGCATTGGGAAACAGCCTCCTCCTTTCCCAACCTTGCTTCTTAGGGG 

CCCCCGTGTCCCGTCTGCTCTCAGCCTCCTCCTCCTGCAGGATAAAGTCATCCCCAAGGCTC 

CAGCTACTCTAAATTATGTGTCCTTATAAGTTATTGCTGCTCCAGGAGATTGTCCTTCATCG 

TCCAGGGGCCTGGCTCCCACGTGGTTGCAGATACCTGAGACCTGGTGCTCTAGGCTGTGCTG 

AGCCCACTCTCCCGAGGGCGCATCCAAGCGGGGGCCACTTGAGAAGTGAATAAATGGGGCGG 

TTTCGGAAGCGTCAGTGTTTCCATGTTATGGATCTCTCTGCGTTTGAATAAAGACTATCTCT 
GTTGCTCAGAAAAAAAAAAAAAAJUUVAAAAAAAAAAAAAAAAAAAAAAA 



85/ 




WO 99/46281 



PCT/US99/05028 



FIGURE 87 



>< / us r / s eqdb2 / s s t / DNA/ Dnas eqs . man/ s s . DNA5 3 9 7 1 
xsubunit 1 of 1, 331 aa, 1 stop 
><MW: 35844, pi: 5.45, NX(S/T): 2 

MENPS PAAALGKALCALLLATLGAAGQPLGGES ICSARAPAKYS I T FTGKWSQTAFPKQYPL 
FRPPAQWSSLLGAAHSSDYSMWRKN^^ 

SAPAVPSGTGQTSAELEVQRRHSLVSFWRIVPSPDWEVGVDSLDLCDGDRWREQAALDLYP 
YDAGT DSG FT FS S PNFAT I PQDTVTE I TS SS PSHPANS FYYPRLKALPP IARVTLLRLRQSP 

RAFIPPAPVLPSRDNEIVDSASVPETPLDCEVSLWSSWGLCGGHCGRLGTKSRTRYVRVQPA 
NNGSPCPELEEEAECVPDNGV 



Important features: 
Signal peptide: 
amino acids 1-26 




WO 99/46281 



PCT/US99/05028 



FIGURE 88 

GGCGGCGTCCGTGAGGGGCTCCTTTGGGCAGGGGTAGTGTTTGGTGTCCCTGTCTTGCGTGA 
TATTGACAAACTGAAGCTTTCCTGCACCACTGGACTTAAGGAAGAGTGTACTCGTAGGCGGA 
CAGCTTTAGTGGCCGGCCGGCCGCTCTCATCCCCCGTAAGGAGCAGAGTCCTTTGTACTGAC 
CAAGMfiAGCAACATCTACATCCAGGAGCCTCCCACGAATGGGAAGGTTTTATTGAAAACTA 
CAGCTGGAGATATTGACATAGAGTTGTGGTCCAAAGAAGCTCCTAAAGCTTGCAGAAATTTT 
ATCCAACTTTGTTTGGAAGCTTATTATGACAATACCATTTTTCATAGAGTTGTGCCTGGTTT 

CATAGTCCAAGGCGGAGATCCTACTGGCACAGGGAGTGGTGGAGAGTCTATCTATGGAGCGC 
CATTO^GATGAATTT(^TTCACGGTTGCGTTTTAATCGGAGAGGACTGGTTGCCATGGCA 
AATGCTGGTTCTCATGATAATGGCAGCCAGTTTTTCTTCACACTGGGTCGAGCAGATGAACT 
TAACAATAAGCATACCATCTTTGGAAAGGTTACAGGGGATAGAGTATATAACATGTTGCGAC 
TGTGAGAAGTAGACATTGATGATGACGAAAGACCACATAATCCACACAAAATAAAAAGCTGT 
GAGGTTTTGTTTAATCCTTTTGATGAC^TC^TTCCAAGGGAAATTAAAAGGCTGAAAAAAGA 
GAAACCAGAGGAGGAAGTAAAGAAATTGAAACCCAAAGGCACAAAAAATTTTAGTTTACTTT 
CATTTGGAGAGGAAGCTGAGGAAGAAGAGGAGGAAGTAAATCGAGTTAGTCAGAGCATGAAG 
GGCAAAAGOyVAAGTAGTCATGACTTGCTTAAGGATGATCCACATCTCAGTTCTGTTCCAGT 
tGTAGAAAGTGAAAAAGGTGATGCACCAGATTTAGTTGATGATGGAGAAGATGAAAGTGCAG 
AGCATGATGAATATATTGATGGTGATGAAAAGAACCTGATGAGAGAAAGAATTGCCAAAAAA 
TTAAAAAAGGACACAAGTGCGAATGTTAAATCAGGTGGAGAAGGAGAAGTGGAGAAGAAATC 
AGTCAGCCGCAGTGAAGAGCTC^GAAAAGAAGCAAGACAATTAAAACGGGAACTCTTAGCAG 
CAAAACAAAAAAAAGTAGAAAATGC^^CAAAACAAGCAGAAAAAAGAAGTGAAGAGGAAGAA 
GCCCCTCCAGATGGTGCTGTTGCCGAATACAGAAGAGAAAAGCAAAAGTATGAAGCTTTGAG 
GAAGCAACAGTCAAAGAAGGGAACTTCCCGGGAAGATCAGACCCTTGCACTGCTGAACCAGT 
TTAAATCTAAACTGACTCAAGCAATTGCTGAAACACCTGAAAATGACATTCCTGAAACAGAA 
GTAGAAGATGATGAAGGATGGATGTCACATGTACTTCAGTTTGAGGATAAAAGCAGAAAAGT 
GAAAGATGCAAGCATGCAAGACTCAGATACATTTGAAATCTATGATCCTCGGAATCCAGTGA 
ATAAAAGAAGGAGGGAAGAAAGGAAAAAGCTGATGAGAGAGAAAAAAGAAAGAAGATAAAAT 



TTG 
TTG 
TACTGG 
GCT 



TCCACAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



WO 99/46281 PCT/US99/05028 

FIGURE Rfl 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss .DNA50919 
xsubunit 1 of 1, 472 aa, 1 stop 
><MW: 53847, pi: 5.75, NX(S/T): 2 

MSN I Y I QE PPTNGKVLLKT TAGD I DI ELWSKEAPKACRNFI QLCLEAYYDNT I FHRWPGFI 
VQGGDPTGTGSGGESIYGAPFKDEFHSRLRFNRRGLVAMANAGSHDNGSQFFFTLGRADELN 



NKHTI FGKVTGDTVYNMLRLSEVDIDDDERPHNPHKIKSCEVLFNPFDDI I PRE I KRLKKEK 
PEEEVKKLKPKGTKNFSLLSFGEEAEEEEEE^NRVSQSMKGKSKSSHDLLKDDPHLSSVPW 

ESEKGDAPDLVDDGEDESAEHDEYIDGDEKNLMRERIAKKLKKDTSANVKSAGEGEVEKKSV 
SRSEELRKEARQLKRELLAAKQKKVENAAKQAEKRSEEEE^ 

QQSKKGTSREDQTIJVLLNQFKSKLTQAIAETPENDIPETEVEDDEGVMSHVLQFEDKSRKVk 
DASMQDSDTFEIYDPRNPVNKRRREESKKLMREKKERR • 

Important features: 
Signal peptide: 
amino acids 1-21 



N-glycosylation sites. 

amino acids 109-112 and 201-204 

Cyclophilin-tYpe pep tidyl -prolyl cis- trans isomerase signature, 
amino acids 49-66 

Homologous region to Cyclophilin-type peptidyl -prolyl cis- trans 
isomerase 

aiaino acids 96-140, 49-89 and 22-51 



WO 99/46281 



PCI7US99/05028 



FIGURE 90 



agc^SS^ 



GGAGGAACAAATACAGGTGCCTTGCACACC^^GAGGCCTC 
•TCTCCAGACCTCCTCT^TATTC 

CTCAGCCTCTC^GTGTCTGGGGCTACAGGTGCCTGCAGGAGTCCTGGGG^^^^CTGGCCTCr 
A ? G J ACGTCAGCAG ^ 

g^cgtgtacgcgccggcgcgcgcggccgggc^tcccgagctgccagSg^ 

CGGGAGGCGCCTTCATCGTGGGCGC^ 

gagaaagtggtgctggtgtttct^cacaggctcggcatcttcg^tcctS 

CGA^GCCACGCGCGCGGGAACT^^ 

aggagaacatggcagcgttcgggggagacccaggaaatgtgaccctgttcggcgagtc 

c^tttccc^gagtggcaccgcgttattcagacttttcatc^ctagtaacccactg^a^gtg^ 
^ G ^ Ggttgcccacctggctggatgcaac ^^cagcacaS 




A ^£?I GTGGTGGAGGAGT ACCTG(»C^ 




So* J GG /^^^^^^^^ GAGG ^^^^ G ^^ G ^^ G ^ G ^ G ^^CCTGCACTGCCCTTTCCAGCC 

ACCACACTGTGCTCAGCTCTCCAGCCTCAG<^CAACCTCTTTTTTTCCCTTCTTCA 

SSJ?I C ^SJ GCACCCAGGTTG ^ CATTTAC ^ TC ^ TCCTGG TC^^ 



WO 99/46281 

PCT/US99/05028 

EIGLJBE_ai 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA44179 
<subunit 1 of 1, 545 aa, 1 stop 

<MW: 58934, pi: 9.45, NX(S/T): 4 
^TG™^ 

rc.TGLFGSKPATGFTLGGTNTGALHTKRPQVVTKYGTLQGKQlfflVGKTPIQVFLGVPFSRPP 
LGI LRFAP PEP PE PWKG I RDATTYPPGWSLALS PGWSAVARSRLTATSASRVQASLIiPQPLS 

AFGGDPGNVTLFGQSAGAMS I SGLMMS PLASGLFHRAI SQSGTALFRLFITSNPLKVAKKVA 
PrAn^^^ ^ ^ ^^^kRALSGTKVMRVSNKMRFLQliiFQRDPEE I IWSMSPVVDG^Vn>DD 

IVQDATFWATLQTAHYHRETPMMGICPAGHATTRMKStCSWILPQEWA 

Important features: 
Signal peptide : 
amino acids 1-29 

Carboxylesterases type-B serine active site, 
amino acids 312-327 

Carboxylesterases type-B signature 2. 
amino acids 218-228 

N-glycosylation sites. 

amino acids 318-321, 380-383 and 465-468 



33/23? 



WO 99/46281 PCT/US99/05028 

FIGURE 92 

gagaacaggcctgtctcaggcaggccctgcgcctcctatgcggagmsctactgccactgct 
gctgtcctcgctgctgggcgggtcccaggctatggatgggagattctggatacgagtgcagg 
agtcagtgatggtgccggagggcctgtgcatctctgtgccctgctctttctcctacccccga 
caagactggacagggtctaccccagcttatggctactggttcaaagcagtgactgagacaac 
caagggtgctcctgtggccacaaaccaccagagtcgagaggtggaaatgagcacccggggcc 
gattccagctcactggggatcccgccaaggggaactgctccttggtgatcagagacgcgcag 
atgcaggatgagtcacagtacttctttcgggtggagagaggaagctatgtgacatataattt 
catgaacgatgggttctttctaaaagtaacagtgctcagcttcacgcccagaccccaggacc 
acaacaccgacctgacctgccatgtggacttctccagaaagggtgtgagcgcacagaggacc 
gtccgactccgtgtggcctatgcceccagagaccttgttatcagcatttgacgtgacaacac 
gccagccctggagccccagccccagggaaatgtcccatacctggaagcccaaaaaggccagt 
tcctgcggctcctctgtgctgctgacaggcagccccctgccacactgagctgggtcctgcag 
aacagagtcctctcctcgtcccatccctggggccctagacccgtggggctggagctgcccgg 
ggtgaaggctggggattcagggcgctacacctgccgagcggagaacaggcttggctccgagc 
agcgagccctggacctctctgtgcagtatcctccagagaacctgagagtgatggtttcccaa 
gcaaacaggacagtcctggaaaaccttgggaacggcacgtctctcccagtactggagggcca 
aagcctgtgcctggtctgtgtcacacacagcagccccccaggcaggctgagctggacccaga 
ggggacaggttctgagcccctcccagccctcagaccccggggtcctggagctgcctcgggtt 
caagtggagcacgaaggagagttcacctgccacgctcggcacccactgggctcccagcacgt 
ctctctcagcctctccgtgcactataagaagggactgatctcaacgggattctccaacggag 
cgtttctgggaatcggcatcacggctcttcttttcctctgcctggccctgatcatcatgaag 
attctaccgaagagacggactcagacagaaaccccgaggcccaggttctcccggcacagcac 
gatcctggattacatcaatgtggtcccgacggctggccccctggctcagaagcggaatcaga 
aagccacaccaaacagtcctcggacccctcctccaccaggtgctccctcgccagaatcaaag 
aagaaccagaaaaagcagtatcagttgcccagtttcccagaacccaaatcatccactcaagc 
cccagaatcccaggagagccaagaggagctccattatgccacgctcaacttcccaggcgtca 
gacccaggcctgaggcccggatgcccaagggcacccaggcggattatgcagaagtcaagttc 
caa2gagggtctcttaggctttaggactgggacttcggctagggaggaaggtagagtaagag 

GTTGAAGATAAGAGAGTGCAAAGTTTCCTTCTCTCCCTCTCTCTCTCTCTTTCTCTCTCTCT 
CTCTCTTTCTCTCTCTTTTAAAAAAACATCTGGCCAGGGCACAGTGGCTCACGCCTGTAATC 
CCAGCACTTTGGGAGGTTGAGGTGGGCAGATCGCCTGAGGTCGGGAGTTCGAGACCAGCCTG 
GCCAACTTGGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCTGGGCATGGTGGCAGG 
CGCCTGTAATCCTACCTACTTGGGAAGCTGAGGCAGGAGAATCACTTGAACCTGGGAGACGG 
AGGTTGCAGTGAGCCAAGATCACACCATTGCACGCCAGCCTGGGCAACAAAGCGAGACTCCA 
TCTCAAAAAAAAAATCCTCCAAATGGGTTGGGTGTCTGTAATCCCAGCACTTTGGGAGGCTA 
AGGTGGGTGGATTGCTTGAGCCCAGGAGTTCGAGACCAGCCTGGGCAACATGGTGAAACCCC 
ATCTCTACAAAAAATACAAAACATAGCTGGGCTTGGTGGTGTGTGCCTGTAGTCCCAGCTGT 
CAGACAT T T AAACCAGAGC AACTCCATC TGGAATAGGAGCTGAATAAAATGAGGCTGAGACC 

TACTGGGCTGGATTCTCAGACAGTGGAGGCATTCTAAGTCACAGGATGAGACAGGAGGTCCG 
TACAAGATACAGGTCATAAAGACTTTGCTGATAAAACAGATTGCAGTAAAGAAGCCAACCAA 
ATCCCACCAAAACCAAGTTGGCCACGAGAGTGACCTCTGGTCGTCCTCACTGCTACACTCCT 
GACAGCACCATGACAGTTTACAAATGCCATGGCAACATCAGGAAGTTACCCGATATGTCCCA 
AAAGGGGGAGGAATGAATAATCCACCCCTTGTTTAGCAAATAAGCAAGAAATAACCATAAAA 
GTGGGCAACCAGCAGCTCTAGGCGCTGCTCTTGTCTATGGAGTAGCCATTCTTTTGTTCCTT 
TACTTTCTTAATAAACTTGCTTTCACCTTAAAAAAA 



WO 99/46281 

PCT/US99/05028 

X/usr/seqdb2/sst /DNA/Dnaseqs .mln/ss . DNA54 002 
Xsubunit 1 of 1, 544 aa, 1 stop 
><MW: 60268, pi: 9.53, nx( S /T): 3 

AWETTKGAPVATJfflQSI^VEMSraGRFQLTGDPAKGNCSLvtRDftQMQDESQYFFRVERGS 
WTYNFMNDG FFLKVTVLS ^ p R^DHKTDLTCHVDFSRKGVSAQRTVRLRVAYAP^^ViS 

KSSTQAPESQESQEELHYATMFPGVRPRPraRMPKGTQADYMrVKFQ 

Important features : 
Signal peptide: 
amino acids 1-15 

Transmembrane domain: 
amino acids 399-418 

N-glycosylation site. 

amino acids 100-103, 297-300 and 306-309 

globulins and ma jo r histocompatibility complex proteins 
signature . 

amino acids 365-371 
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FIGURE 94. 

aagtcaagcagcSgtg^^^ 
tttgtaccagaggaa^^ 



T.TTGTACCAGAG^T(^TAC(mCTAGTCAT^CA^^^ 

ITACTTTTATCA 
iAGCGATCCCTC 

GTTTGTCATC^GTTTCGGATATCAA^^^ 



AGGCCATTGTACCAGAGATGTCTCCAGAAGGAACATTAGTTATCrArr^^^ 
"»TICGCAAJ««TTIGACATTATTArT««^iiI^J2i;r?2:^ AcaGC MTGAAGAGGAT 



AGAAAAATACAATATA(^CA<^ 



ATGATCATGCTCCTGAGTTCTCTGAATACTATGAGACTTATGTTT^ 
GGTCAGGTAATTCAGACTATCAGTG?arTrr TTGTG AAAATGCAGGCTCT 



CTGAGCTCCTTAGAATCMciGraSS^^ 

^"cgctttaaaagS^ 



^*^TTTTG1?GCC0TGGCTCTATfGGC(^ 



WO 99/46281 PCTAJS99/05028 

FIGURE 95 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA53906 
Xsubunit 1 of 1, 772 aa, 1 stop 
><MW: 87002, pi: 4.64, NX(S/T): 8 
MNCYLLLRFMLGIPLLWPCLGATENSQTKKVKQPVRSHLR^ 

I GQLRS DLDNGNNS FQ YKLLGAGAGS T FI I DERTGDI YAI QKLDREERS LY I LRAQVI DIAT 
GRAVEPESEFVIKVSDINDNEPKFLDEPYEAIVPEMSPEGTLVIQVTASDADDPSSGNNARL 
LYSLLQGQPYFSVEPTTGVIRISSKMDRELQDEYWVIIQAKDMIGQPGALSGTTSVLIKLSD 
VNDNKP I FKE S LYRL TVS E S APTGTS I GT IMAY DNDI GENAEMD YS I EEDDS QT FDI I TNHE 
TQEGIVILKKKVDFEHQNHYGIRAKVKNHHVPEQLMKYHTEAS 

P YYVFE VFEE T PQG S FVG WS AT DPDNRKS P I RYS I TRS KVFNINDNGT I TTSNS LDRE I SA 

WYNLS ITATEKYNIEQISS IPLWQVLNINDHAPEFSQYYETWCENAGSGQVIQTISAVDR 

DESIEEHHFYFNLSVEDTNNSSFTIIDNQDNTAVILTNRTGFNLQEEPVFYISILIADNGIP 

SLTSTNTLTIHVCDCGDSGSTQTCQYQELVLSMGFKTEVIIAILICIMIIFGFIFLTLGLKQ 

RRKQILFPEKSEDFRENIFQYDDEGGGEEDTEAFDIAELRSSTIMRERKTRKTTSAEIRSLY 

RQSLQVGPDSAIFRKFILEKLEEANTDPCAPPFDSLQTYAFEGTGSLAGSLSSLESAVSDQD 
ESYDYLNELGPRFKRLACMFGSAVQSNN 



Important: features: 
Signal peptide: 
amino acids 1-21 



Transmembrane domain: 
amino acids 597-617 



N-glycosylation sites. 

amino acids 57-60, 74-77, 419-423, 437-440, 508-511, 515-518, 
516-519 and 534-537 



Cadherins extracellular repeated domain signature, 
amino acids 136-14 6 and 244-254 



WO 99/46281 



PCT/US99/05028 



FIGURE 9fi 

ATTTCAAGGCCAGGCATATTTTTNTGTTOTA^ 

AAATGGATAGAGAACTGCAAGATGAGTATTGGGTAATCATTCAAGCC^VAGGACATGATTGGT 

CAGCCAGGAGCGTTGTMTGGAACAACAAGTGTATTAATTAAACTTTC^GATGTTAATGACAA. 

TAAGCCTATATTTAAAGAAAGTTTATACCGCTTGACrGTNTNTGAATCTGCACCC^U^TGG 

NTTNTATAGGAACAATC^TGGCATATGATAATGAC^TAGIGAGAGAATGCAGAAATGGATTA^ 
AGCATTGAAGAGGATGATTCGCAAACATTTGACATTATT 



38/ 




WO 99/46281 n/vra^.n^o 

PCT/US99/05028 



FIGURE Q7 



cccctgagcc^gcgcgggcccccgagcgagtca^ 

TT(^TTCTCGCCTTCCTGGGATrrnTrrPrr^r^^^V CGCGGGGCT GCAGCTGTTGGGC 
<*TTTACTCCTAt£x^^ 

CTGAGCAGCACATTGC^GCAACCCGTGCCTTGM^ 

agcaatctttgtggccaccgttggcatS^ 

AGAAGATGAGGATGGCTGTCATTGGGGGTGCGATATTTC 
CTTGCCACAGCATGGTATGGCAATAGAmS^^ 

acccatgtgttaaaatactc^^ 
atataggagggaagatttttccatttgtattactgct' 

GGGGGAAGGGGTGCTCCTTAAATATATATAGATATGTj 
ATAGACAGTAAAATACTATTCTCATTATGTTGATACTi 
AGGTAAATGTATTTAATTCGATATTGATGAAGATGTT' 



C(^CAAGACCTAGCCTAATTTACCAAGGATGAATTCTTTCA^ 

CATATACTTATTTTATTTTTTAC^n^rTTaTKA^^" C TTCAT GCGTGCCCTTTT 
TTGTTTTGTGTTTCATTGGTC^ 

g ™ctaaagcca^a^^^ 

ACCAAAGT<^TAAA T TCCTGTTGACCTTC^ 



TTATA^CATATGTAACAGTCAAATATCATTC 

TTCAATTCTTCATGCGTGCCCTTTT 
^ACTTGCATCGTTATTAAGCCCTTAT 
'AACAGATTTCATAGCCTACATTTTA 
iCTTTGGAGGCAAATCTTTCTGCATG 
CTTGTTTGCTTTGAAAA TATTTr wh5^ ^^3 CCCTGTACTCTGACCCATAG CACT 

aacacaacSI?^^ 

CAGCTGGGTGAGACACTGAAGAAGTCACTGAACAAAACCTACA^ 

iaacAaaacctacacacataccttcat 

•CCACTGAACAAAACCTACGCACATAC 

•ctatttccattctttcagctgtgtgt 

CTATTTCACTTGAGC^GATGATGTAAT^^ 



CTTCATGTGGC^SS^ 



CTTCATGTGGCTCAGTGCCTTCCrCT 



gacatgtttgtgctctgttccattttaacaactgct 



CTCTACCAGTCTATTTCCATTCTTTCAGC 



GCTTAfTGCTTCRTCTGIflAGCGeJ^TTTG-" ? ^ a«GGCATTTGGCTGCTGTM 



CTGTAA 
TGATG 



WO 99/46281 ^ 

PCT/US99/05028 

FIGURF <W 

></u S r/ S eqdb2/sst/DNA/Dna S eqs. m in/ S s.DNft52185 
Xsubunit 1 of 1, 211 aa, 1 stop 

XMW: 22744, pl : 8.51, NX(S/T): 1 

I F^jAGLA TT^v ^Q^^^MWG ILLGVIAI FVATVGMKCMKCLEDDEVQKMRMAVIGGA 

IFL^GIAILVATAWYGNRIVQEFYDPMTPVNARYEFijQALFTGWWVASLCLLGGALLGC 
PRKTTSYPTPRPYPKPAPSSGKDYV ^WSGALLCCSC 

Important features: 
Signal peptide: 
amino acids 1-21 

Transmembrane domains: 

amino acids 82-102, 118-142 arid 161-187 

N-glycosylation site, 
amino acids 72-75 

EMP-22 / EMP / MP20 family proteins 
amino acids 70-111 

ABC-2 type transport system integral membrane protein 
amino acids 119-133 



WO 99/46281 



PCT/US99/05028 



FIGURE 99 

ttctggccaaacccggggctncagctgttgggcttcatctcgccttcctgggatggatcggc 
gccatcntcao«;tgcccttccccagtggaggattttactccctatgctggcgacaacatcg 
tgaccgcccagcccatgtacgaggggctgtggatgtccngcgtgtcgcagagcaccgggcag 
atccagtgcaaagtctttgactccttgctgaatctgagcagcacattgcaagcaacccgtgc 
cttgatggtggttggcatcctcctgggagtgatagcaatctttgtggccaccgttggcatga 
agtgtatgaagtgcttggaagacgatgaggtgcagaagatgaggatggctgtcattgggggc 
gcgatatttcttcttgcaggtctggctattttagttgccacagcatggtatggcaatagaan 

CNTTCAACANTTCTATGACCCTATGACCCCAGTCAATGCCAGGTACGAATTTGGTCA' 

GGGTCTCTTCACTGGCTGGGGTGCTGCTTCTCTCTGCCTTCTGGGAGGTGCCCTACTTTGGT 
GTTCCTGTCCC 



WO 99/46281 PCT/US99/05028 

FIGURE ion 

ACCCTTGACCCAACGCGGCCCCCCGACCGNTTCATGGCCAAACGCGGGNCTCCAGCTGTTGG 
GCTTCATTCTCCCCTTCCTGGGATGGACCGGCGCCCATCNTCAGCACTGCCCTGCCCCAGTG 
GAGGATTTACTCCTATNCCGGCNACAACATCGTGACCGCCCAGGCCNTGTACGAGGGGCTGT 
GGATGTCCTGqGTGTCGCAGAGCACGGGGGAGATCCAGTGeAAAGTCTTTGACTCCCTTGCT 
GAATCTGAGCAGCACATTGCAAGCAACCCGTGCCTTGATGGTGGTTGGCATCCTCCTGGGAG 
TGATAGCAATCTTNNTGGCCACCGTTGTNNNTGAAGTGTATGAAGTGCTTGGAAGACGATGA 
GGTGCAGAAGATGAGGATGGCTGTCATTGGGGGCGCGATATTTCTTCTTGCAGGTCTGGCTA 
TTTTAGTTGCCACAGCATGGTATGGCAATAGAATCGTTCAAGAATTCTATGACCCTATGACCGA 



WO 99/46281 



ElfiilEULlQl 



PCT/US99/05028 



AGTCTTTGACTCCTTGCTGAATCTGNGCAi 



GANCAGCGGGCAGATC 



TGGCATCCTCCTGGGAGT 



GATAGCAATCTTTGTGGCCA< 



GCACATTGCAGCAACCCNTG 



CAGTGCAA 
CCCTGATGGTGGT 



GCTTGGAAGACGATGAGGTGCAGAAGATGAGOTT^CTGT^TTr^^ 5 ^^^^^^^ 



CTTGCAGGTCTGGCTATTTNNNi 



TCTATGACCCTATGACCCCAi 
TGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTG 



GTTGCCACAGCATGGTATGGCAA 



GGGGGCGCGATATT 



TCTT 



GTCAATGCCAGGTACGAATTTGGTCAG^C^CTCTTCACTCGC 



CCCTACTTTGCTGTTC 



CTGCGA 



WO 99/46281 

PCT/US99/05028 

ELQU8E_1_Q2 

ATICTecCCTCCTG^TGGATCGCHCacCGT^TTGCCTTCCCCr.^ 
TCCTATGCTGGCGACJWCATCGTGACCCCCCMGCCATTTACCGA^^^^^^^^^^^' 

GCNTGTCGCAGAGCACCGGGCAGATCCCAGTGCAAAG^rCTTTGACTTCTT^^^^'*'^^^' 

CTTTGTGGCCAGCGTTGGCATGAAGTGTATG S AGTGC^^^ GTGATAGCaAC 
ATGAGGATGGCTGTCATTGGGGGCGCGATAT^CTTdT^G^flO^r ^^^^^^^^^ 

CCAGGTACGAATTTGGTraGCKTCTrTTr.^. CTAT ^ CCC ^ T »arG 
<^GTGCCCTAC mG C^™^^ 



WO 99/46281 PCT/US99/05028 

FIGURE 103 

AGAGCACCGGCAGATCCCAGTNCAAAGTCTTTGACCCTTGCTGAATCTGAGCAGCACATTNC 

AAGCAACCCCTTGCCTTGAAGGTGGTTGNCATCCCCCCTGGGAGTGAATAGCAATCTTTGTG 

GCCACCGTTGGCATGAAGTNTATGAAGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGAT 

GGCtGTCATTGGGGGCGGGATATTTCTTCTTGCAGGTCTGGCTATTTTAGTNNCCACAGCAT 

GGTATGGCAATAGNATNNTTCGNGGNTTCTATGACCCTATGACCCCAGTCAATGCCAGGTAC 

GAATTTGGTCAGGGTCTCTTCACTGGCTGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTGC 
, CCTACTTTGCTGTTCCTGTCCCCGAA 



J 05 1 22* 



WO 99/4*281 PCT/US99/0S028 

FIGURE 104. 

AGCAATGCCCTGCCCCGAGTGGAGGATTAATTCCTATGNTGGGGACfiACATTGTGACNGCCC 
AGGCCATGTACGGGGGGCTGTGGATGTCCTGCGTGTCGCAGAGCACCGGGCAGATCCAGTGC 
AAAGTNTTTGACTCCTTGCTGAATTTGAGCAGC^CATTGCAAGCAACCCGTGCCTTGATGGT 
GGTTGGCATCTTCCTGGGAGTGATAGCAATCTTTGTGGCCACCGTGGNAATGAAGTGTATGA 
AGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGATGGCTGTCATTGGGGGCGCGATATTT 
CTTNTTGCAGGTCTGGCTATTTTAGTTGCCACAGCATGGTATGGCAATAGAATNGTTCAAGA 
ATTTTATGACCCTATGACCCCAGTCAATGCGAGGTACGAATTTGGTCAGGCTTTNTTCACTG 
GCTGGGCTGCTGCTTNTTTCTGCCTTNTGGGAGGTGCCCTANTTTGGTGTTCCTGCGAACC 



WO 99/46281 PCT/US99/0S028 

FIGURE 1 0R 

TCATAGGGGGGCGCGATATTTTTTCTTGCAGGTNTGGTTATTTTAGTTGCCACAGCATGGTA 

TGGCAATAGAATCGTTCAAGAATTNTATGACCCTATGACCCCAGTCAATGCCAGGTACGAAT 

TTGGTCAGGCTCTNTTCACTGGNTGGGCTGCTGCTTCTNTNNGCCTTNTGGGAGGTGCCCTA 
CTTTGCTGTTCCTG 



WO 99/46281 PCI7US99/05028 

FIGURE 106 

TTCCTGGGATGGATCCGCCCCCATCNTCACATGCCCTGCCCCNTGGAGATTTACNCCTATGe 

TGGCGAACAACATCNTGACCGCCCAGGCCATGTACGAGGGGCTGTGGAATGTCCTGCGTGTC 

CCAGAGCACCGGGCAGATCCAGTGCAAAGTCTTTGACTCCTTGCTGAATCTGAGCAGCACAT 

TGCAAGCAACCNTGCCTTGATGGTGGTTGGCATCCTCCTGGGAGTGATAGCAATCTT.TGTGG 

CCACCGTTGGCATGAAAGTGTATGAAGTGCTTGGAAGACGATGAGGTGCAGAAGATGAGGAT 

GGCTGTCATTGGGGGCGCGATATTTCTTCTTGCAGGTCTGGCTATTTTAGNNGCCACAGCAT 

GGTATGGCAATCAGACCCNNTCANAAACTCTATGACCCTATGACCCCAGTCAATGCCAGGTA 

CGAATTTGGTCAGGCTCTCTTCACTGGCTGGGCTGCTGCTTCTCTCTGCCTTCTGGGAGGTG 
CCCTACTTTGCTGTTCCTGTCCCCGAAAAACAACCTCTTACCCACG 



WO 99/46281 

PCT/US99/05028 

EimJRE_107 

CGGGGCTGCAGCTGTTGGGCTTCA' 

CTGCCCTGCCCCATGGAGGATTTACTCNTATGCTGGCGACAACATCGT, 



TCTCGCTTCCTGGGATGGAATCGGCGCCATCGTCAGCA 
TGTACGAGGGGCTGTGGATGTCNGCr- " ' - GACCNCCCAGGCCA 



:gtgtcgcagagcaccgggcagatccagtgcaaagtct 

TCCTCCTGGGAGTGATAGCAAT— - GCAACCNTGCCTTGATGGTGGTTGGCA 



TTGACTCCTTGCTGAATCTGAGCAGCACATTGCAAi 



•ctttgtggccaccgttggcatgaagtgtatgaagtgcttg 
gatgaggatggctgtcattgggggcgcgata: 



GAAGACGATGAGGTGCAGAA 

IGCTGCTTCTCTCTGCCTTCTGGGAGr- " " — W3GCTCTCTTCACTGGCTGGGC 



lTAGAATCGTTCAAGAATT 



GACCCTATGACCCCAGTCAATGCCAGGTACGAATTTGGTCAGGCT 

tGTGCCCTACTTTGCTGTTCCTGCGAA 



CTAT 



WO 99/46281 PCTAJS99/05028 

FIGURE 108 

GCGTGCCGTCAGCTCGCCGGGCACCGCGGCCTCGCCCTCGCCGTCCGCCCCTGCGCCTGCAC 
CGCGTAGAGCGACCCCCCCCTCCAGCGCGCCCACCCGGTAGAGGACCCCCGCCCGTGCeCCG 
ACCGGTCCCCGCCTTTTTGTAT^AACTTAAAGCGGGCGCAGCATTAACGCTTCCCGCCCCGGT 
GACCTCTCAGGGGTCTCCCCGCCAAAGGTGCTCCGCCGCTAAGGAAC&TSGCGAAGGTGGAG 
CAGGTCCTGAGCCTCGAGCCGCAGCACGAGCTCAAATTCCGAGGTCCCTTCACCGATGTTGT 
CACCACCAACCTAAAGCTTGGCAACCCGACAGACCGAAATGTGTGTTTTAAGGTGAAGACTA 
CAGCACCACGTAGGTACTGTGTGAGGCCCAACAGCGGAATGATCGATGCAGGGGCCTCi\ATT 
AATGTATCTGTGATGTTACAGCCTTTCGATTATGATCCCAATGAGAAAAGTAAACACAAGTT 
TATGGTTCAGTCTATGTTTGCTCCAACTGACACTTCAGATATGGAAGCAGTATGGAAGGAGG 
CAAAACCGGAAGACCTTATGGATTCAAAACTTAGATGTGTGTTTGAATTGCCAGCAGAGAAT 
GATAAACCACATGATGTAGAAATAAATAAAATTATATCCAC^CTGC^TCi^GACAGAAAC 
ACCAATAGTGTCTAAGTCTCTGAGTTCTTCTTTGGATGACACCGAAGTTAAGAAGGTTATGG 
AAGAATGTAAGAGGCTGCAAGGTGAAGTTCAGAGGCTACGGGAGGAGAACAAGCAGTTCAAG 
GAAGAAGATGGACTGCGGATGAGGAAGACAGTGCAGAGCAACAGCCCCATTTCAGCATTAGC 
CCCAACTGGGAAGGAAGAAGGCCTTAGCACCCGGCTCTTGGCTCTGGTGGTTTTGTTCTTTA 
TCGTTGGTGTAATTATTGGGAAGATTGCCTTGTAgAGGTAGCATGCACAGGATGGTAAATTG 
GATTGGTGGATCCACCATATCATGGGATTTAAATTTATCATAACCATGTGTAA2\AAGAAATT 
AATGTATGATGACATCTCACAGGTCTTGCCTTTAAATTACCCCTCCCTGCACACACATACAC 
AGATACACACACACAAATATAATGTAACGATCTTTTAGA7VAGTTA7U\AATGTATAGTAACTG 
ATTGAGGGGGAA&AAGAATGATCTTTATTAATGAC 

GGCATATTGTAAATGTCATTTTAAACATTGGTAGGCCTTGGTACATGATGCTGGATTACCTC 
TCTTAAAATGACACCCTTCCTGGCCTGTTGGTGCTGGCCCTTGGGGAGCTGGAGCGCAGCAT 
GCTGGGGAGTGCGGTCAGCTCCAGACAGTAGTCCCCACGTGGCCCACTCCCGGCCCAGGCTG 
CTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGACTGATGAAGAGAGTCAGA 
AGCCCAAAGGAATTGCACTGTGGCAGCATCAGACGTACTCGTCATAAGTGAGAGGCGTGTGT 
TGACTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCACTTAAAGGGACCAA 
GCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAACTGTTATTCAGAGATGTTTAATGCATA 
TTTAACTTATTTAATGTATTTCATCTCATGTTTTCTTATTGTCACAAGAGTACAGTTAATGC 
TGCGTGCTGCTGAACTCTGTTGGGTGAACTGGTATTGCTGCTGGAGGGCTGTGGGCTCCTCT 
GTCTCTGGAGAGTCTGGTCATGTGGAGGTGGGGTTTATTGGGATGCTGGAGAAGAGCTGCCA 
GGAAGTGTTTTTTCTGGGTCAGTAAATAACAACTGTCATAGGGAGGGAAATTCTCAGTAGTG 
ACAGTCAACTCTAGGTTACCTTTTTTAATGAAGAGTAGTCAGTCTTCTAGATTGTTCTTATA 
CCACCTCTCAACCATTACTCACACTTCCAGCGCCCAGGTCCAAGTCTGAGCCTGACCTCCCC 
TTGGGGACCTAGCCTGGAGTCAGGACAAATGGATCGGGCTGCAGAGGGtTAGAAGCGAGGGC 
ACCAGCAGTTGtGGGTGGGGAGCAAGGGAAGAGAGAAACTCTTCAGCGAATCCTTCTAGTAC 
TAGTTGAGAGTTTGACTGTGAATTAATTTTATGCCATAAAAGACCAACCGAGTTCTGTTTGA 
CTATGTAGCATCTTGAAAAGAAAAATTATAATAAAGCCCCAAAATTAAGAAAA 



WO 99/46281 PCT/US99/05028 

FIGURE 109 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA53977 
<subunit 1 of 1, 243 aa, 1 stop 
<MW: 27228, pi: 7.43, NX(S/T): 2 

MAKVEQVLSLEPQHELKFRGPFTDWTTNLKLGNPTDRNVCFKVKTTAPRRYCVRPNSGIID 
AGASINVSVMLQPFDYDPNEKSKHKFMVQSMEAPTDTSD^^ 

LPAENDKPHDVEINKI I STTASKTETPIVSKSLSSSLDDTEVKKVMEECKRLQGEVQRLREE 
NKQFKEEDGLRMRKTVQSNSPI SALAPTGKEEGLSTRLLALWLFFIVGVI IGKIAL 

Important features: 

Putative transmembrane domain: 

amino acids 224-239 

N-glycosylation site, 
amino acids 68-71 

N-myristoylation site. 

amino acids 59-64, 64-69 and 235-240 
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FIGURE 110 



GTC^GTCTTCTAGATTGTCCTTATCCCACCTTTCAACGi^TACTaiCATTTCNAGCGCCCAG 
GTCCANGTCTGAGCCTGAGTTCCCCTTGGGGACCTAGCCTGGAGTCAGGACAATGGNTCGGG 
CTGCAGAGGNTTAGAAGCGAGGGCACCAGCAGTTTTGGGTGGGGAGCAAGGGNNGAGAGAAA 
CTCTTCAGCGAATCCTTCTAGTACTAGTTGAGAGTTTGACTGTGAATTAATTTTATGCCATA 
A7VAGACNAACCCAGTTCTGTTTGACTATGTAGCATCTTGAAAAGAAAAATTATAATA7VAGCC 
CCAAAATTAAGAATTCTTTTGTCATTTTGTCACATTTGCTCTATGGGGGGAATTATTATTTT 
ATCATTTTTATTATTTTGCCATTGGAAGGTTAACTTTAAAATGAGC 




WO 99/46281 



PCT/US99/05028 



FIGURE 111 



TATTGTAAAGGCCATTTTAAACCATTGGTAGGCCTTGGTACATGATGCTGGATTACCTCCTT 
AAATGACACCNTTCCTCGCCTGTTGGTGCTGGCCNTTGGGGAGCTGGAGCCCCAGCATGCTG 
GGGAGTGCGGTCAGCTCCACACAGTAGTCCCCACGTGGCCCACTCCCGGCCCAGGCTGCTTT 
CCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGACTGATGAACAGAGTCAGAAGCC 
CAAAGGAATTGCCACTGTGGCAGCATCAGACGTACTCGTCATAAGTGAGAGGCGTGTGTTGA 
CTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCACTTAAAGGGACCAAGCT 
AAATTGTATTGGTTCATGTAGTGAAGTCAAACTGTTATTCAGAGATGTTTAATGCATATTTA 
ACTTATTTAATGTATTTCATCTCATGTTTTCTTATTGTCACAAGAGTACAGTTAATGCTGCG 
TGCTGCTGAACTCTGTTGGGTGAACTGGTATTGCTGCTGGAGGGCTG 




WO 99/46281 PCT7US99/05028 

FIGURE 112 

CCCTGGTGGTTTTGTTCTTTAATTCGTTGGTGTAATTNTTGGGAAGATTGCTTGTAGAGGTA 

GNATGCACCNGGCTGGTAAATTGGATTGGTGGATCCACCATATCCATGGGATTTAAATTTAT 

CATAACCATGTGTAAAAAGAAATTAATGTATGATGACATNTCACAGGTATTGCCTTTAAATT 

ACCCATCCCTGNANACACATACACAGATAC^C^ANACJVAATNTAATGTAACGATNTTTTAG 
AAAG T T AAAAAT G T AT AG T AAC 



WO 99/46281 PCT/US99/05028 

FIGURE 11 3 

GGTGGCCCATTCCCGGCCCAGGCTGCTTTCCGGTNTTCAGTTCTGTCCAAGCCATCAGCTCC 
TTGGGACTGATGAACAGAGTCAGAAGCCCAAAGGAATTGCACTGTGGCAGCATNAGACGTAC 
TTGTNATAAGTGAGAGGCGTGTGTTGACTGATTGACCCAGCGCTTTGGAAATAAATGGCAGT 
GCTTTGTTCANTTAAAGGGACCAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAACTG 
TTATTCAGAGATGTTTAATGCATATTTAANTTATTTAATGTATTTNATNTCATGTTTTCTTA 
TTGTCACAAGAGTACAGTTAAT.GCTGCGTGCTGCTGAANTNTGTTGGGTGAACTGGTATTGC 
TGCTGGAGGGCTGTGGGCTCCTCTGTCTTTGGAGAGTCTGGTCATGTGGAGGTGGG 



WO 99/46281 PCI7US99/05028 

FIGURE 114 

TGCTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGCTCCTTGGGACTTGATGAACAGAGTC 
AGAAGCCCAAAGGAATTGCACTGTGGCAGCATCAGACGTACTCGTCATAAGtGAGAGGCGTG 
TGTTGACTGATTGACCCAGCGCTTTGGAAATAAATGGCAGTGCTTTGTTCACTTAAAGGGAC 
CAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAACTGTTATTCAGAGATGTTTAATGC 
ATATTTAACTTATTTAATGTATTTCATCTCATGTTTTCTTATTGTCACAAGAGTACAGTTAA 
TGCTGCGTGC 



WO 99/46281 
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FIGURE 115 



AAACCTTTAAAAGTTGAGGGGAAAAGAATGATCCTTTATTAATGACAAGGGAAACCNTGNGT 
AATGCCACAATGGCATATTGTAAATGTCATTTTAAACATTGGTAGGCCTTGGTACATGATGC 
TGGATTACCTCTCTTAAAATGACAGCCTTCCTCGCCTGTTGGTGCTGGCCCTTGGGGAGCTN 
GAGCCCAGCATGCTGGGGAGTGCGGTCTGCTCCACACAGTAGTCCCCANGTGGCCCANTCCC 
GGCCCAGGCTGCTTTCCGTGTCTTCAGTTCTGTCCAAGGCATCAGCTCCTTGGGANTGATGA 
ACAGAGTCAGAAGCCC^yyVGG7^ATTGCANTGTGGCAGCATCAGANGTANTNGTCATAAGTGA 
GAGGCGTGTGTTGANTGATTGACCCAGCGCTTTGGA^TAAATGGGAGTGCTTTGTTCANTT 
AAAGGGNCGAAGNTAAATTTGTATTGGTTCATGTAGTGAAGTCAAANTGTTATTCAGAGATG 
TTTAATGCATATTTAANTTATTTAATGTATTTCATNTCATGTTTTCTTATTGTCACAAGGGT 
ACAGTTAATGCTGCGTGGTGCTGAANTCTGTTGGGTGAANTGGTATTGCTG 
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FIGURE 116 



GGCCCTTGGGGAGCTGGAGCCCAG<pATGCTGGGGAGTGCGGTCAGCTCCACACAGTAGTCCC 
CACGTGGCCCACTCCCGGCCCAGGCTGCTTTCCGTGTCTTCAGTTCTGTCCAAGCCATCAGC 
TCCTTGGGACTGATGAACAGAGTCAGAAGCCCAAAGGAATTGCACTGTGGCAGCATCAGACG 
TACTCGTCATAAGTGAGAGGCGTGTGTTGACTGATTGACCCAGCGCTTTGGAAATAAATGGC 
AGTGCTTTGTTCACTTAAAGGGACCAAGCTAAATTTGTATTGGTTCATGTAGTGAAGTCAAA 
CTGTTATTCAGAGATGTTTAATGCATATTTAACTTATTTAATGTATTTCATCTCATGTTTTC 
TTATTGTCACA^GAGTAOAGTTAATGCTGCGTGCTGCTGAACTCTGTTGGGTGAACTGGTAT 
TGCTGCTGGAGGGCTGTGGGCTCCTCTGTCTCTGGAGAGTCTGGTCATGTGGAGGTGGG 



AAl\ 
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FIGURE 117 



GCGAGCTCCGGGTGCTGTGGCCCGGCCTTGGCGGGGCGGCCTCCGGCTCAGGCTGGCTGAGA 
GGCTCCCAGCTGCAGCGTCCCCGCCCGCCTCCTCGGGAGCTCTGATCTCAGCTGACAGTGCC 
CTCGGGGACCAAACAAGCCTGGCAGGGTCTCACTTTGTTGCCCAGGCTGGAGTTCAGTGCCA 
TGATCATGGTTTACTGCAGCCTTGACCTCCTGGGTTCAAGCGATCCTGCTGAGTAGCTGGGA 
CTACAGGACAAAATTAGAAGATCAAAATGGA7VAATATGCTGCTTTGGTTGATATTTTTCACC 
CCTGGGTGGACCGTCATTGATGGATCTGA7VATGGAATGGGATTTTATGTGGCACTTGAGAAA 
GGTACCCCGGATTGTCAGTGAAAGGACTTTCCATCTCACCAGCCCCGCATTTGAGGCAGATG 
CTAAGATGATGGTAAATACAGTGTGTGGCATCGAATGCCAGAAAGAACTCCCAACTCCCAGC 
CTTTCTGAATTGGAGGATTATCTTTCCTATGAGACTGTCTTTGAGAATGGCACCCGAACCTT 
AACCAGGGTGAAAGTTCAAGATTTGGTTCTTGAGCCGACTCAAAATATCACCACAAAGGGAG 
TATCTGTTAGGAGAAAGAGACAGGTGTATGGCACCGACAGCAGGTTCAGCATCTTGGACAAA 
AGGTTCTTAACCAATTTCCCTTTCAGCACAGCTGTGAAGCTTTCCACGGGCTGTAGTGGCAT 
TCTCATTTCCCCTCAGCATGTTCTAACTGCTGCCCACTGTGTTCATGATGGAAAGGACTATG 
TCAAAGGGAGTAAAAAGCTAAGGGTAGGGTTGTTGAAGATGAGGAATAAAAGTGGAGGCAAG 
AAACGTCGAGGTTCTAAGAGGAGCAGGAGAGAAGCTAGTGGTGGTGACCAAAGAGAGGGTAC 
CAGAGAGCATCTGCAGGAGAGAGCGAAGGGTGGGAGAAGAAGAAAAAAATCTGGCCGGGGTC 
AGAGGATTGCCGAAGGGAGGCCTTCCTTTCAGTGGACCCGGGTCAAGAATACCCACATTCCG 
AAGGGCTGGGCACGAGGAGGCATGGGGGACGCTACCTTGGACTATGACTATGCTCTTCTGGA 
GCTGAAGCGTGCTCACAAAAAGAAATACATGGAACTTGGAATCAGCCCAACGATCAAGAAAA 
TGCCTGGTGGAATGATCCACTTCTCAGGATTTGATAACGATAGGGCTGATCAGTTGGTCTAT 
CGGTTTTGCAGTGTGTCCGACGAATCCAATGATCTCCTTTACCAATACTGCGATGCTGAGTC 
GGGCTCCACCGGTTCGGGGGTCTATCTGCGTCTGAAAGATCCAGACAAAAAGAATTGGAAGC 
GOyyUVTCATTGCGGTCTACTCAGGGCACCAGTGGGTGGATGTCCACGGGGTTCAGAAGGAC 
TACAACGTTGCtGTTGGCATCACTCCCCTAA7\ATACGCCCAGATTTGCCTCTGGATTCACGG 
GAACGATGCCAATTGTGCTTACGGCI^ACAGAGACCTGAAACAGGGCGGTGTATCATCTAAA 
TCACAGAGAAAACCAGCTCTGCTTACCGTAGTGAGATCACTTCATAGGTTATGCCTGGACTT 
GAACTCTGTC^TAGCATTTCAACATTTTTC^^TCAGGAGATTTTCGTCCATTTAAAAAA 
TGTATAGGTGCAGATATTG7^AACTAGGTGGGCACTTCAATGCCAAGTATATACTCTTCTTTA 
CATGGTGATGAGTTTCATTTGTAGAAAAATTTTGTTGCCTTCTTAAAAATTAGACACACTTT 
AAACCTTCAAACAGGTATTATAAATAACATGTGACTCCTTAATGGACTTATTCTCAGGGTCC 
TACTCTAAGAAGAATCTAATAGGATGCTGGTTGTGTATTAAATGTGAAATTGCATAGATAAA 
GGTAGATGGTAJAGCAATTAGTATCAGAATAGAGACAGAAAGTTACAACACAGTTTGTACTA 
CTCTGAGATGGATCCATTCAGCTCATGCCCTCAATGTTTATATTGTGTTATCTGTTGGGTCT # 

gggacatttagtttagtttttttgaagaattac^^tcagaagaaaaagcaagcattataaa' 
caaaactaataactgttttactgctttaagaaataacaattacaatgtgtattatttat^aaa 
tgggagaaatagtttgttctatgaaataaacctagtttagaaatagggaagctgagacattt 
taagatctcaagtttttatttaactaatactcaaaatatggacttttcatgtatgcataggg 

AAGACACTTCACAAATTATGAATGATCATGTGTTGAAAGCC^C^VTTATTTTATGCTATACAT 
TCTATGTATGAGGTGCTACATTTTTAGGACAAAGAATTCTGTAATCTTTTTCAAGAAAGAGT 
CTTTTTCTCCTTGACAAAATCCAGCTTTTGTATGAGGACTATAGGGTGAATTCTCTGATTAG 
TAATTTTAGATATGTCCTTTCCTJ\7^AAATGAATAAAATTTATGAATATGA 
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</usr/seqdb2/sst/DNA/Dnaseqs.min/ss .DNA57253 



<subunit 1 of 1, 413 aa, 1 stop 

<MW: 47070, pi: 9.92, NX(S/T): 3 

MENMLLWLIFFTPGWTLIDGSEMEWDFMWHLRKVPRIV^ 

GIECQKELPTPSLSELEDYLSYETVFENGTRTLTRVKVQDLVLEPTQNITTKGVSVRRKRQV 
YGTDSRFSILDKRFLTNFPFSTAVKLSTGCSGILISPQHVLTAAHCVHDGKDYVKGSKKLRV 
GLLKMRNKSGGKKRRGSKRSRREASGGIX2REGTREHLQERAKGGRRRKKSGRGQRIAEGRPS 



FQWTRVKNTHI PKGWARGGMGDATLDYDYALLELKRAHKKKYMELGISPTIKKMPGGMIHFS 

GFDNDRADQLVYRFCSVSDESNDLLYQYCDM 

HQWVDVHGVQKDYNVAVRI TPLKYAQI CLWIHGNDANCAYG 

Important features: 
Signal peptide: 
amino acids 1-16 



Glycosaminoglycan attachment site* 
amino acids 236-239 

Serine proteases, trypsin family, hi stidine active site, 
amino acids 165-170 



N-glycosylation sites. 

amino acids 90-93, 110-113 and 193-196 
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PCT/US99/05028 



AATGTGAGAGGGGCTGATGGAAGCTGATAGGCAGGACTGGAGTGTTAGCACCAGTACTGGAT 
GTGACAGCAGGCAGAGGAGCACTTAGCAGCTTATTCAGTGTCCGATTCTGATTCCGGCAAGG 
ATCCAAGCATGGAATGCTGCCGTCGGGCAACTCCTGGCACACTGCTCCTCTTTCTGGCTTTC 

CTGCTCCTGAGTTCCAGGACCGCACGCTCCGAGGAGGACCGGGACGGCCTATGGGATGCCTG 

GGGCCCATGGAGTGAATGCTCACGCACCTGCGGGGGAGGGGCCTCCTACTCTCTGAGGCGCT 

GCCTGAGCAGCAAGAGCTGTGAAGGAAGAAATATCCGATACAGAACATGCAGTAATGTGGAC 

TGCCCACCAGAAGCAGGTGATTTCCGAGCTCAGCAATGCTCAGCTCATAATGATGTCAAGCA 

CCATGGCCAGTTTTATGAATGGCTTCCTGTGTCTAATGACCCTGACAACCCATGTTCAC^CA 

AGTGCCAAGCCAAAGGAACAACCCTGGTfGTTGAACTAGCACCTAAGGTCTTAGATGGTACG 

CGTTGCTATACAGAATCTTTGGATATGTGCATCAGTGGTTTATGCCAAATTGTTGGCTGCGA 

TCACCAGCTGGGAAGCACCGTCAAGGAAGATAACTGTGGGGTCTGCAACGGAGATGGGTCCA 

CCTGCCGGCTGGTCCGAGGGCAGTATAAATCCCAGCTCTCCGCAACCAAATCGGATGATACT 

GTGGTTGCACTTCCCTATGGAAGTAGACATATTCGCCTTGTCTTAAAAGGTCCTGATCACTT 

ATATCTGGAAACCAAAAGCCTCCAGGGGACTAAAGGTGAAAACAGTCTCAGCTCCACAGGAA 

CTTTCCTTGTGGACAATTCTAGTGTGGACTTCCAGAAATTTCCAGACAAAGAGATACTGAGA 

ATGGCTGGACCACTCACAGCAGATTTCATTGTCAAGATTCGTAACTCGGGCTCCGCTGACAG 

TACAGTCCAGTTCATCTTCTATCAACCCATCATCCACCGATGGAGGGAGACGGATTTCTTTC 

CTTGCTCAGCAACCTGTGGAGGAGGTTATCAGCTGACATCGGCTGAGTGCTACGATCTGAGG 

AGCAACCGTGTGGTTGCTGACCAATACTGTCACTATTACCCAGAGAACATCAAACCCAAACC 

CAAGCTTCAGGAGTGCAACTTGGATCCTTGTCCAGCCAGTGACGGATACAAGCAGATCATGC 

CTTATGACCTCTACCATCCCCTTCCTCGGTGGGAGGCCACCCCATGGACCGCGTGCTCCTCC 

TCGTGTGGGGGGGGCATCCAGAGCCGGGCAGTTTCCTGTGTGGAGGAGGACATCCAGGGGCA 

TGTCACTTCAGTGGAAGAGTGGAAATGCATGTACACCCCTAAGATGCCCATCGCGCAGCCCT 

GCAACATTTTTGACTGCCCTAAATGGCTGGCACAGGAGTGGTCTCCGTGCACAGTGACATGT 

GGCCAGGGCCTCAGATACCGTGTGGTCCTCTGCATCGACCATCGAGGAATGCACACAGGAGG 

CTGTAGCCCAAAAACAAAGCCCCACATAAAAGAGGAATGCATCGTACCCACTCCCTGCTATA 

AACCCAAAGAGAAACTTCCAGTCGAGGCG?VAGTTGCCATGGTTC^ 

GAAGAAGGAGCTGCTGTGTCAGAGGAGCCCTCG3^GTTGTAAAAGCACAGACTGTTCTATA 
TTTGAAACTGTTTTGrTTTAAAGAAAGGAGTGTCTCACTGGTTGTAGCTTTCATGGGTTCTGA 
ACTAAGTGTAATCATCTCACCAAAGCTTTTTGGCTCTCAAATTAAAGATTGATTAGTTTCAA 

AAAAAAAAA 
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</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA58847 
<subunit 1 of 1, 525 aa, 1 stop 
<MW: 58416, pi: 6.62, NX<S/T): 1 

MECCRRATPGTLLLFLAFLLLSSRTARSEEDRDGLWDAWGPWSECSRTCGGGASYSLRRCLS 
SKSCEGRNIRYRTCSNVDCPPEAGDFRAQQCSAHNDVKHHGQFYEWLPVSNDPDNPCSLKCQ 
AKGTTLWELAPKVLDGTRCYTESLDMCISGLCQIVGCDHQLGSTVKEDNCGVCNGDGSTCR 
LVRGQYKSQLSATKSDDTWALPYGSRHIRLVLKGPDHLYLETKTLQGTKGENSLSSTGTFL 
VDNSSVDFQKFPDKEILRMAGPLT7UDFIVKIRNSGSADSTVQFIFYQPIIHRWRETDFFPCS 
ATCGGGYQLTST^ECYDLRSNRWADQYCHYYPENIKPKPKLQECNLDPCPASDGYKQIMPYD 
LYHPLPRWEATPWTACSSSCGGGIQSRAVSCVEEDIQGHVTSVEEWKCMYTPKMPIAQPCNI 
FDCPKWLAQEWSPCTVTCGQGLRYRWLCIDHRGMHTGGCSPKTKPHIKEECIVPTPCYKPK 

EKLPVEAKLPWFKQAQELEEGAAVSEEPS 

Important features: 
Signal peptide: ( 
amino acids 1-25 

N-glycosylation site* 
amino acids 251-254 

Thrombospondin 1 
amino acids 385-399 

von Willebrand factor type C domain proteins 
amino acids 385-399, 445-459 and 42-56 



WO 99/46281 PCI7US99/05028 

FIGURE 121 

CGGACGCGTGGGCGGCGGCTGCGGAACTCCCGTGGAGGGGCCGGTGGGCCCTCGGGCCTGAC 

AGMSGCAGTGGCCACTGCGGCGGCAGTACTGGCCGCTCTGGGCGGGGCGCTGTGGCTGGCG 

GCCCGCCGGTTCGTGGGGCCCAGGGTCCAGCGGCTGCGCAGAGGCGGGGACCCCGGCCTCAT 

GCACGGGAAGACTGTGCTGATCACCGGGGCGAACAGCGGCCTGGGCCGCGCCACGGCCGCGG 

AGCTACTGCGCCTGGGAGCGCGGGTGATCATGGGCTGCCGGGACCGCGCGCGCGCCGAGGAG 

GCGGCGGGTCAGCTCCGCCGCGAGCTCCGCCAGGCCGCGGAGTGCGGCCCAGAGCCTGGCGT 

CAGCGGGGTGGGCGAGCTCATAGTCCGGGAGCTGGACCTCGCCTCGCTGCGCTCGGTGCGCG 

CCTTCTGCCAGGAAATGCTCCAGGAAGAGCCTAGGCTGGATGTCTTGATCAATAACGCAGGG 

* 

ATCTTCCAGTGCCCTTACATGAAGACTGAAGATGGGTTTGAGATGCAGTTCGGAGTGAACCA 
TCTGGGGCACTTTCTACTGACCAATCTTCTCCTTGGACTCCTCAAAAGTTCAGCTCCCAGCA 
GGATTGTGGTAGTTTCTTCCAAACTTTATAAATACGGAGACATCAATTTTGATGACTTGAAC 
AGTGAACAAAGCTATAATAAAAGCTTTTGTTATAGCCGGAGCAAACTGGCTAACATTCTTTT 
TACCAGGGAACTAGCCCGCCGCTTAGAAGGCACAAATGTCACCGTCAATGTGTTGCATCCTG 
GTATTGTACGGACAAATCTGGGGAGGCACATACACATTCCACTGTTGGTCAAACCACTCTTC 
AATTTGGTGTCATGGGCTTTTTTCAAAACTCCAGTAGAAGGTGCCCAGACTTCeATTTATTT 
GGCCTCTTCACCTGAGGTAGAAGGAGTGTCAGGAAGATACTTTGGGGATTGTAAAGAGGAAG 
AACTGTTGCCCAAAGCTATGGATGAATCTGTTGCAAGAAAACTCTGGGATATCAGTGAAGTG 
ATGGTTGGCCTGCTAAA ATAG GAACAAGGAGTAAAAGAGCTGTTTATAAAACTGCATATCAG 
TTATATCTGTGATCAGGAATGGTGTGGATTGAGAACTTGTTACTTGAAGAAA7VAGAATTTTG 
ATATTGGAATAGCCTGCTAAGAGGTACATGTGGGTATTTTGGAGTTACTGAAAAATTATTTT 
TGGGATAAGAGAATTTCAGCAT^AGATGTTTTAAATATATATAGTAAGTATAATGAATAATAA 
GTACAATGAAAAATACAATTATATTGTAAAATTATAACTGGGCAAGCATGGATGACATATTA 
ATATTTGTCAGAATT7VAGTGACTCAAAGTGCTATCGAGAGGTTTTTCAAGTATCTTTGAGTT 
TCATGGCCAAAGTGTTAACTAGTTTTACTACAATGTTTGGTGTTTGTGTGGAAATTATCTGC 
CTGGTGTGTGCACACAAGTCTTACTTGGAATAAATTTACTGGTAC 
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FIGURE 122 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA58747 

<subunit 1 of 1, 336 aa, 1 stop 
<MW: 36865, pi: 9.15, NX(S/T): 2 

MAVAT AAAVIJUVLGGALWLAARRFVGPRVQRLRRGGDPGIiMHGKTyL I TGANSGLGRATAAE 
LLRLGARVIMGCRDRARAEEAAGQLRFELRQAAECGPEPGVSW 

FCQEMLQEEPRLDVLINNAGIFQCPYMKTEDGFEMQFGVNHLGHFLLTNLLLGLLKSSAPSR 
IVVVSSKLYKYGDINFDDIjNSEQSYNKSFCYSRSKLANILFTRELARRLE 
IVRTNLGRHIHIPLLVKPLFNLVSWAFFKTPVEGAQTSIYLASSPEVEGVSGRYFGDCKEEE 
LLPKAMDESVARKLWDI SEVMVGLLK 

Important features: 
Signal peptide: 
amino acids 1-21 

Short-chain alcohol dehydrogenase family protein 
amino acids 134-144, 44-56 and 239-248 

N-glycosylation site. 

amino acids 212-215 and 239-242 
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FIGURE 123 



PCT/US99/05028 



GGGGATTGTAAAGAGGAAGNACTGTGCCCAAAGNTATGGATGAATCTGTTGCAAGAAAATTN 
TGGGATATCAGTGAAGTGATGGTTNGCCTGCTAAAATAGGAACAAGGAGTAAAAGAGCTGTT 
TATAAAACTGCATATCAGTTATATCTGTGATCAGGAATGGTGTGGATTGAGAACTTGTTACT 
TGAAGAAAAAGAATTTTGATATTGGAATAGCCTGNTAAGAGGNACATGTGGGTATTTTGGAG 
TTACTGAAAAATTAT TT T TGGGATAAGAGAATTTCAGCAAAGATGTTTTAAATATATATAGT 
AAGTATAATGAATAATT^GTACAATGAAAAATACAATTATATTGTAAAATTATAACTGGGCA 
AGCATGGATGACATATTAATATTTGTCAGAATTAAGTGACTCAAAGTGCTATCGAGAGGTTT 
TTCAAGTATCTTTGAGTTTCATGGCCAAAGTGTTAACTAGTTTTACTACAATGTTTGGTGTT 
TGTGTGGAAATTATCTGCCTGGCTT 
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FIGURE 124 

GAGAGGACGAGGTGCCGCTGCCTGGAGAATCCTCCGCTGCCGTCGGCTCCCGGAGCCCAGCC 

CTTTCCTAACCCAACCCAACCTAGCCCAGTCCCAGCCGCCAGCGCCTGTCCCTGTCACGGAC 

CCCAGCGTTACCATSCATCCTGCCGTCTTCCTATCCTTACCCGACCTCAGATGCTCCCTTCT 

GCTCCTGGTAACTTGGGTTTTTACTCCTGTAACAACTGAAATAACAAGTCTTGCTACAGAGA 

ATATAGATGAAATTTTAAACAATGCTGATGTTGCTTTAGTAAATTTTTATGCTGACTGGTGT 

CGTTTCAGTCAGATGTTGCATCCAATTTTTGAGGAAGCTTCCGATGTCA.TTAAGGAAGAATT 

TCCAAATGAAAATCAAGlAGTGTTTGCCAGAGTTGATTGTGATCAGCACTCTGACATAGCCC 

AGAGATACAGGATAAGCAAATACCCAACCCTCAAATTGTTTCGTAATGGGATGATGATGAAG 

AGAGAATACAGGGGTCAGCGATCAGTGAAAGCATTGGCAGATTACATCAGGCAACAAAT^AAG 

TGACCCCATTCAAGAAATTCGGGACTTAGC^GAAATC^CCACTCTTGATCGCAGCAAAAGAA 

ATATCATTGGATATTTTGAGCAAAAGGACTCGGACAACTATAGAGTTTTTGAACGAGTAGCG 

AATATTTTGCATGATGACTGTGCCTTTCTTTCTGCATTTGGGGATGTTTGAAAACCGGAAAG 

ATATAGTGGCGACAACATAATCTACAAACCACCAGGGCATTCTGCTCCGGATATGGTGTACT 

TGGGAGCTATGACAAATT TTGATGTGACTTACAATTGGATTCAAGATAAATGTGTTCCTCTT 

GTCCGAGAAATAACATTTGAAT^TGGAGAGGAATTGACAGAAGAAGGACTGCCTTTTCTCAT 

ACTCTTTCACATGAAAGAAGATACAGAAAGTTTAGAAATATTCCAGAATGAAGTAGCTCGGC 

AATTAATAAGTGAAAAAGGTACAATAAACTTTTTACATGCCGATTGTGACAAATTTAGACAT 

CCTCTTCTGCACATACAGAAAACTCCAGCAiGATTGTCCTGTAATCGCTATTGACAGCTTTAG 

GCATATGTATGTGTTTGGAGACTTCATVAGATGTATTAATTCCTGGAAAACTCAAGCAATTCG 

TATTTGACTTACATTCTGGAAAACTGCACAGAGAATTCCATCATGGACCTGACCCAACTGAT 

ACAGCCCCAGGAGAGCAAGCCCAAGATGTAGCAAGCAGTCCACCTGAGAGCTCCTTCCAGAA 

ACTAGCACCCAGTGAATATAGGTATACTCTATTGAGGGATCGAGATGAGCTTTAAAAACTTG 

AAAAACAGTTTGTAAGCCTTTCAACAGCAGCATCAACCTACGTGGTGGAAATAGTAAACCTA 

TATTTTCATAATTCTATGTGTATTTTTATTTTGAATAAACAGAAAGAAATTTAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 125 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA57 689 



<subunit 1 of 1, 406 aa, 1 stop 
<MW: 46927, pi: 5.21, NX{S/T): 0 
MHPAVFLSLPDLRCSLLLLVTWFTPVTTEIT 
MLHPIFEEASDVIKEEFPNENQWFARVDCIXJHSDIAQRYRISI^ 

GQRS VKALADY I RQQKS DP I QE I RDLAE I TTLDRSKRNI I G Y FEQKDS DNYRVFERVANI LH 
DDCAFLS AFGDVSKPE RY S GDN 1 1 YKPPGHS APDMVYLGAMTNFDVTYNW I QDKCVPLVRE I 
TFENGEELTEEGLPFLILFHMKEDTESLEIFQNEVARQLISEKGTINFLHADCDKFRHPLLH 
IQKTPADCPVIAIDSFRHMYVFGDFKDVLlPGKLKQFVFDLHSGKLHREFHHGPDPTDTAPG 
EQAQDVAS S PPE S S FQKLAPSE YRYTLLRDRDEL 

Important features: 
Signal peptide : 
amino acids 1-29 

Endoplasmic reticulum targeting sequence, 
amino acids 403-406 

Tyrosine kinase phosphorylation site, 
amino acids 203-211 

Thioredoxin family proteins < 
amino acids 50-66 
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FIGURE 126 



ATTAAGGAAGAATTTCCAAATGAAi^ 

CTCTGACATAGCCCAGAGATACAGGATAAGCAAATACCCAACCCTCAAATTGTTTCGTAATG 
GGATGATGATGAAGAGAGAATACAGGGGTCAGCGATCAGTGAT^AGCATTGGCAGATTA 
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FIGURE 127 



AGAGGCCTCTCTGGAAGTTGTCCCGGGTGTTCGCCGCNGGAGCCCGGGTCGAGAGGACNAGG 
TGCCGCTGCCTGGAGAATCCTCCGCTGCCGTCGGCTCCCGGAGCCCAGCCCTTTCCTAACCC 
AACCCi^ACCTAGCCCNGTCCCAGCCGCCAGCGCCTGTCCCTGTCNCGGANCCCAGCGTNACe 
ATGCATCCTGCCGTCTTCCTATCCTTACCCGACCTCAGATGCTCCCTTCTGCTCCTGGTAAC 
TTGGGTTTTTACTCCTGTAACAACTGAAATAACNNGTCTTGATACNNAGAATATAGATGA^ 
TTTTAAACNATGCTGATGTGGCTTTAGTCAATTTTTATGCTGACTGGTGTCGTTTCAGTCAG 
ATGTGGCATCCAATTTTTGAGGANGCTTCCGATGTCATTAAGGAAGAATTTCCAAATGAAAA 
TCAAGTAGTGTTTGCCAGAGTTGATTGTGATCAGCACTCTGACATAGCCCAGAGATACAGGA 
TAAGCAAATACCCAACCCTCA7VATTGTTTCGTAATGGGATGATGATGAAGAGAGAATACAGG 
GGTCAGCGATCAGTGAAAGCATTGGCAGATTACATCAGGC 
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FIGURE 128 



PCTAJS99/0S028 



GCCCACGCGTCCGATGGCGTTCACCTTCGCGGCCTTCTGCTACATGCTGGCGCTGCTGCTCA 
CTGCCGCGCTCATCTTCTTCGCCATTTGGCACATTATAGCATTTGATGAGCTGAAGACTGAT 
TACAAGAATCCTATAGACCAGTGTAATACCCTGAATCCCCTTGTACTCCCAGAGTACCTCAT 
CCACGCTTTCTTCTGTGTCATGTTTCTTTGTGCAGCAGAGTGGCTTACACTGGGTCTCAATA 

TGCCCCTCT TGGCATAT CATATT TGGAGGTATATGAGTAGACCAGTGATGAGTGGCCCAGGA 

CTCTATGACCCTACAACCATCATGAATGCAGATATTCTAGCATATTGTCAGAAGGAAGGATG 

GTGCAAATTAGCTTTTTA'TCTTCTAGCATTTTTTTACTACCTATATGGCATGATCTATGTTT 

TGGTGAGCTCTTAGAACAACACACAGAAGAATTGGTCCAGTTAAGTGCATGCAAAAAGCCAC 

CAAATGAAGGGATTGTATCCAGCAAGATCCTGTCCAAGAGTAGCCTGTGGAATGTGATCAGT 

TACTTTAAAAAATGACTCCTTATTTTTTAAATGTTTCCACATTTTTGCTTGTGGAAAGACTG 

TTTTCATATGTTATACTCAGATAAAGATTTTAAATGGTATTACGTATAAATTAATATAAAAT 

GATTACCTCTGGTGTTGACAGGTTTGAACTTGCACTTCTT^GGAACAGCCATAATCCTCTG 

AATGATGCATTAATTACTGACTGTCCTAGTACATTGGAAGCTTTTGTTTATAGGAACTTGTA 

GGGCTCATTTTGGTTTCATTGAAACAGTATCTAATTATAAATTAGCTGTAGATATCAGGTGC 

TTCTGATGAAGTGAAAATGTATA.TCTGACTAGTGGGAAACTTCATGGGTTTCCTCATCTGTC 

ATGTCGATGATTATATATGGATACATTTACAAA7UVTAAAAAGCGGGAATTTTCCCTTCGCTT 

GAATATTATCCCTGTATATTGC^TGAATGAGAGATTTCCCATATTTCCATCAGAGTTVATAAA 

TATACTTGCTTTAATTCTTAAGCATAAGT7^AACATGATATAAAAATATATGCTGAATTACTT 

GTGAAGAATGCATTTAAAGCTATTTTAAATGTGTTTTTATTTGTAAGACATTACTTATTAAG 

AAATTGGTTATTATGCTTACTGTTCTAATCTGGTGGTAAAGGTATTCTTAAGAATTTGCAGG 

TACTACAGATTTTCAA7yvCTGAATGAGAGAAAATTGTATAACCATCCTGCTGTTCCTTTAGT 

GCAATACAATAAAACTCTGAAATTAAGACTC 
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FIGURE 129 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DN7V2333Q 

<subunit 1 of 1, 144 aa, 1 stop 
<MW: 16699, pi: 5.60, NX(S/T): 0 

ltoFTFAAFCYMIJ\LLLTAALIFFAIWHIIAFDELKTDYKNPIIX3CNTLNP 
CVMFLCAAEWLTLGLNMPLLAYHIWRYMSRPVMSGPGLYDPTTIMNADIIAYCQKEGWCKIA 

FYLLAFFYYLYGM I YVLVS S 

Important features:, * 
Signal peptide: 

amino acids 1-20 

Type II transmembrane domain: 
amino acids 11-31 

Other transmembrane domain: 
amino acids 57-77 and 123-143 
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FIGURE 130 



PCT/US99/05028 



ATTATAGCATTTGATGAGCTGAAGACTGATTACAAGATCCTATAGACCAGTGTAATACCCTG 
AATCCCCTTGTACTCCCAGAGTACCTCATCCACGCTTTCTTCTGTGTCATGTTTCTTTGTGC 
AGCAGAGTGGCTTACACTGGGTCTCAATATGCCCCTCTTGGCATATCATATTTGGAGGTATA 
TGAGTAGACCAGTGATGAGTGGCCCAGGACTCTATGACCCTACAACCATCATGAATGCAGAT 
ATTCTAGCATATTGTCAGAAGGAAGGATGGTGCAAATTAGCTTTTTATCTTCTAGCATTTTT 
TTACTAGCTATATGGCATGATCTATGTTTTGGTGAGCTCTTAGAACAACACACAGAAGAATT 
GGTCCAGTTAAGTGCATGtAAAAAGCCACC^AATGAAGGGATTCTATCCAGCAAGATCCTGT 
CCAAGAGTAGCCTGTGGAATCTGATCAGTTACTTT7VAAAAATG 



WO 99/46281 



FIGURE 131 



PCT/US99/05028 



CGGACGCGTGGGGGAAACCCTTCCGAGAAAACAGCAACAAGCTGAGCTGCTGTGACAGAGGG 
GAACAAGATSGCGGCGCCGAAGGGGAGCCTCTGGGTGAGGACCCAACTGGGGCTCCCGCCGC 
TGCTGCTGCTGACCATGGCCTTGGCCGGAGGTTCGGGGACCGCTTCGGCTGAAGCATTTGAC 
TCGGTCTTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAGTTGACCTACCCCTTGCACAC 
CTACCCTAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTGCAGGCTGTTTTCAATTTGTC 
AGTTTGTGGATGATGGAATTGACTTAAATCGAACTAAATTGGAATGTGAATCTGCATGTACA 
GAAGCATATTCCCAATCTGATGAGCAATATGGTTGCCATCTTGGTTGCCAGAATCAGCTGCC 
ATTCGCTGAACTGAGACAAGAACAACTTATGTCCCTGATGCGAAAAATGCACCTAGTCTTT'e 
CTCTAACTCTGGTGAGGTCATTCTGGAGTGACATGATGGACTCCGCACAGAGCTTCATAACC 
TCTTCATGGACTTTTTATCTTCAAGCCGATGACGGAAAAATAGTTATATTCCAGTCTAAGCC 
AGAAATCCAGTACGCACCACATTTGGAGCAGGAGCCTACAAATTTGAGAGAATCATCTCTAA 
GCAAAATGTCCTATCTGCAAATGAGAAATTGACAAGCGCACAGGAATTTTCTTGAAGATGGA 
GAAAGTGATGGCTTTTTAAGATGCCTCTCTCTTAAGTCTGGGTGGATTTTAACTACAACTCT 
TGTCCTCTCGGTGATGGTATTGCTTTGGATTTGTTGTGCAACTGTTGCTACAGCTGTGGAGC 
AGTATGTTCCCTCTGAGAAGCTGAGTATCTATGGTGACTTGGAGTTTATGAATGAACAAAAG 
CTAAACAGATATCCAGCTTCTTCTCTTGTGGTTGTTAGATCTAAAACTGAAGATCATGAAGA 
AGCAGGGCCTCTACCTACAAAAGTGAATCTTGCTGATTCTGAAATTXAAGCATTTTTCTTTT 
AAAAGACAAGTGTAATAGACATCTAAAATTCCACTCCTCATAGAGCTTTTAAAATGGTTTCA 
TTGGATATAGGCCTTAAGAAATCACTATAA7^ATGCA7^AT7^AGTTACTCAAATCTGTG 
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FIGURE 132 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA26847 

<subunit 1 of 1, 323 aa, 1 stop 
<MW: 36223, pi: 5.06, tiX(S/T) : 1 

MAAPKGSLWVRTQLGLPPLLLLTMALAGGSGTASAEAFDSVLGDTASCHRACQLTYPLHTYP 

» 

KEEELYACQRGCRLFS ICQFVDDGIDLNRTKLECESACTEAYSQSDEQYACHLGCQNQLPFA 
ELRQEQLMSLMPKMHLLFPLTLVRSFWSDMMDSAQSFITSSWTFYLQADDGKIVIFQSKPEI 
QYAPHLEQEPTNLRE S SLSKMS YLQMRNSQAHRNFLEDGES DGFLRCLSLNSGWILTTTLVL 
S VM\TLLW I CCAT VATAVEQ 
PLPTKVNLAHSEI 

Important features: 

i 

Signal peptide: 

amino acids 1-31 . 

Transmembrane domain: ( 
amino acids 241-260 . 

N-glycosylation site, 
amino acids 90-93 



23f 
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FIGURE 133 



PCT/US99/05028 



TTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAGTTGACCTACCCCTTGCACACCTACCC 
TAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTGCAGGCTGTTTTCAATTTGTCAGTTTG 
TGGATGATGGAATTGACTTAAATCGAACTAPlATTGGAATGTGAATCTGCATGTACAGAAGCA 
TATTCCCAATCTGATGAGeAATATGCTTGCCATCTTGGTTGCCAGAATCAGCTGCCATTCGC 
TGAACTGAGAGAAGAACAACTTATGTCCCTGATGCCAAAAATGCACCTACTCTTTCCTCTAA 
CTCTGGTGAGGTCATTCTGGAGTGACATGATGGACTCCGC 

♦ 
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FIGURE 134 



PCT/US99/05028 



CACACTGGCCGGATCTTTTAGAGTCCTTTGACCTTGACCAAGGGTCNGGAAAACAGCAACAA 
GCTGAGCTGCTGTGACAGAGGGAACAAGATGGCGGCGCCGAAGGGAGCCTTTGGGTGAGGAC 
CCAACTGGGGCTCCCGCCGCTGCTGCTGCTGACCATGGCCTTGGCCGGAGGTTCGGGGACCG 
CTTCGGCTGAAGCATTT^GACTCGGTCTTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAG 
TTGACCTACCCCTTGCACACCTACCCTAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTG 
CAGGCTGTTTTCAATTTGTCAGTTTGTGGATGATGGAATTGACTTAAATCGAACTAAATTGG 

aatgtgaatctgcatgtXcagaagcatattccc^atctgatgagcaatatgcttgccatctt 
ggttgccagaatcagctgccattcgctgaactgagacaagaacaacttatgtccctgatgcc 
aa7v7vatgcacctactctttcctctaactctggtgaggtcattctggagtgacatgatggact 

CCGC 
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FIGURE 135 

GCGAGGTGGCGATCGCTGAGAGGCAGGAGGGCCGAGGCGGGCCTGGGAGGCGGCGCGGAGGT 

GGGGCGCCGCTGGGGCCGGCCCGCACGGGCTTCATCTGAGGGCGCACGGCCCGCGACCGAGC 

GTGCGGACTGGCCTCCCAAGCGTGGGGCGACAAGCTGCCGGAGCTGCAATGGGCCGCGGCT 

GGGATTCTTGTTTGGCCTCCTGGGCGCCGTGTGGCTGCTCAGCTCGGGCCACGGAGAGGAGC 

AGCCCCCGGAGACAGCGGCACAGAGGTGCTTCTGCCAGGTTAGTGGTTACTTGGATGATTGT 

ACCTGTGATGTTGAAACCATTGATAGATTTAATAACTACAGGCITTTCCCAAGACTACAAAA 

ACTTCTTGAAAGTGACTACTTTAGGTATTACAAGGTAAACCTGAAGAGGCCGTGTCCTTTCT 

GGAATGACATCAGCCAGTGTGGAAGAAGGGACTGTGGTGTCAAACCATGTCAATCTGATGAA 

GTTCCTGATGGAATTAAAtCTGCGAGCTACAAGTATTCTGAAGAAGC(^TAATCTCATTGA 

AGAATGTGAACAAGCTGAACGACTTGGAGCAGTGGATGAATCTCTGAGTGAGGAAACACAGA 

AGGCTGTTCTTCAGTGGACCAAGCATGATGATTCTTCAGATAACTTCTGTGAAGCTGATGAC 

ATTCAGTCCCCTGAAGCTGAATATGTAGATTTGCTTCTTAATCCTGAGCGCTACACTGGTTA 

CAAGGGACCAGATGCTTGGAAAATATGGAATGTCATCTACGAAGAAAACTGTTTTAAGCCAC 

AGACAATTAAAAGACCTTTAAATCCTTTGGCTTCTGGTCAAGGGACAAGTGAAGAGAACACT 

TTTTACAGTTGGCTAGAAGGTCTCTGTGTAGAAAAAAGAGCATTCTACAGACTTATATCTGG 
CCTACATGCAAGCATTAATGTGCATTTGAGTGCAAGA 

AAAAGAAATGGGGACACAACATTACAGAATTTCAACAGCGATTTGATGGAATTTTGA 

GGAGAAGGTCCAAGAAGGCTTAAGAACTTGTATTTTCTCtACTTAATAGAACTAAGGGCTTT 

ATCCTyVAGTGTTACCATTCTTCGAGCGCCCAG^TTTTCAACTCTT^ 

AGGATGAGGAAAACAAAATGTTACTTCTGGAAATACTT^^ 

CATTTTGATGAGAATTCATTTTTTGCTGGGGATAAAAAAGAAGCACACAAACTAAAGGAGGA 
CTTTCGACTGCATTTTAGAAATATTTCT^GAATTATGG 

GTCTGTGGGGAAAGCTTCAGACTCAGGGTTTGGGGACTGCTCTGAAGATCTTATTTTCTGAG 

AAATTGATAGCAAATATGCCAGAAAGTGGACCTAGTTATGAATTCCATCTAACCA 

AATAGTATCATTATTCAACGCATTTGGAAGAATTC 

TCAGGAACTTGTTACAGAATATTCATXft^GAA 

AATGGAGGCGAAAGAGTGGAATTTCATTCAAAGGCATAATAGCAATGAC^ 

ACATTTTATATAAAGTTGCTTTTGTAAAGGAGAATTATATTGTTTTAAGTAAACACAT^ 

AAAAATTGTGTTAAGTCTATGTATAATACTACTGTGAGTAAAAGTAATACTTTAATAATGT^ 

GTACAAATTTTAAAGTTTAATATTGAATAAAAGGAGGATTATCAAATTAAAAAAAA^^ 

AAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 136 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss.DNA53974 
<subunit 1 of 1, 468 aa, 1 stop 
<MW: 54393, pi: 5.63, NX(S/T): 2 

MGRGWGFLFGLLGAVWLLSSGHGEEQPPETAAQRCFCQVSGYLDDCTCDVETIDRFNNYRLF 
PRLQKLLE S DY FR Y YKVNLKRPC P FTWD I S QCGRR 

NNLIEECEQAERLGAVDESLSEETQKAVLQWTKHDDSSDNFCEADDIQSPEAEYVDLLLNPE 
RYTGYKGPDAWKIWWIYtENCFKPQTIKRPLNPLASG 

RLISGLHASINVHLSARYLLQETWLEKKWGHNITEFQQRFDGILTEGEGPRRLKNLYFLYLI 
ELRAL SKVLPFFERPDFQL FTGNK I QDEENKMLLLE I LHE I KS FPLHFDENS FFAGDKKEAH 
KLKEDFRLHFRNISRIMDCVGCFKCRLWGKLQTQGLGTALKILFSEKLIANMPESGPSYEFH 
LTRQEIVSLFNAFGRISTSVKELENFRNLLQNIH 

i 

i 

Important features: 
Signal peptide: 

amino acids 1-23 , • 

N-glycosylation site. 

amino acids 280-283 and 384-387 

Amidation site. 

amino acids 94-97 

Glycosaminoglycan attachment site* 
amino acids 20-23 and 223-226 

Aminotransferases class-V pyridoxal -phosphate 
amino acids 216-222 

Interleukin-7 proteins 
amino acids 338-343 
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FIGURE 137 



GCTGGAAATATGGATGTCATCTACGAGAAACTGTTTTAAGCCACAGACAATTA7VAAGACCTT 
TAAATCCTTTGGCTTCTGGTCAAGGGACAAGTGAAGAGNACACTTTTTACAGTTGGCTAGAA 
GGTCTCTGTGTAGAAAAT^GAGCATTCTACAGACTTATATCTGGCCTAC^TGCAAGCATTAA 
TGTGCATTTGAGTGCAAGATATCTTTTACAAGAGACCTGGTTAGAAAAG7y\ATGGGGACACA 
ACATTACAGAATTTNAACAGCGATTTGATGGAATTTTGACTG7VAGGAGAAGGTCCAAGAAGG 
CTTAAGAACTTGTATTTTCTCTACTTAATAGAACTAAGGGCTTTATCCAAAGTGTTACCATT 
CTTNGAGCGCCCAGATTTTCAACTNTTTACTGGAAATAAAATTCAGGATGAGGNAAACAAAA 
TGTTACTTfTGGAAATACTTCATGAAATCAAGTCATTTCCTTTGCATTTTGATGAGAATTCA 



TTTTTTTGCTG 
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FIGURE 138 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGTTGGGAGGGGGCAGGATGGGAGGGAA 
AGTGAAGAA7VACAGAAAAGGAGAGGGACAGAGGCCAGAGGACTTCTCATACTGGACAGAAAC 
CGATCAGGCATGGAACTCCCCTTCGTCACTCACCTGTTCTTGCCCCTGGTGTTCCTGACAGG 
TCTCTGCTCCCCCTTTAACCTGGATGAACATCACCCACGCCTATTCCCAGGGCCACCAGAAG 
CTGAATTTGGATACAGTGTCTTACAACATGTTGGGGGTGGACAGCGATGGATGCTGGTGGGC 
GCCCCCTGGGATGGGGCTTCAGGCGACCGGAGGGGGGACGTTTATCGCTGCCCTGTAGGGGG 
GGCCCACAATGCCCCATGTGCCAAGGGCCACTTAGGTGACTACCAACTGGGAAATTCATCTG 
ATCCTGCTGTGAATATGCACCTGGGGATGTCTCTGTTAGAGACAGATGGTGATGGGGGATTC 
ATGGTGAGCTMGGAGAGGGTGGTGGCAGTGTCTCTGAAGGTCCATAAAAGAAAAAAGAG7UV 
GTGTGGTAAGGGAAAATGGTCTGTGTGGAGGGGTCAAGGAGTTAAAAACCCTAGAAAGCAAA 
AGGTAGGTAATGTCAGGGAGTAGTCTTCATGCCTCCTTCAACTGGGAGCATGTTCTGAGGGT 
GCCCTCCCAAGCCTGGGAGTAACTATTTCCCCCATCCeCAGGCCTGTGCCCCTCTCTGGTCT 
CGTGCTTGTGGCAGCTCTGTCTTCAGTTCTGGGATATGTGCCCGTGTGGATGCTTCATTCCA 
GCCTCAGGGAAGCCTGGCACCCACTGCCCAACGTGAGCCAGAGGAAGGCTGAGTACTTGGTT 
CCCAGAAGGAGATACTGGGTGGGAAAAAGATGGGGCAAAGCGGTATGATGCCTGGCAAAGGG 
CCTGCATGGCTATCCTCATTGCTACCTAATGTGCTTGCA7VAAGCTCCATGTTTCCTAACAGA 
TTCAGACTCCTGGCCAGGTGTGGTGGCCCACACCTGTAATTCTAGCACTTTGGGAGGCCAAG 
GTGGGCAGATCACTTGAGGTCAGGAGTTCAAGACCAGCCTGGCCAACATGGTGAAACTCCAT 
CTCTACTAAAAAAAATUUVAATACAAAAATTAGCT^ 

ATCTACTCGGGAGGCTAAGACAGGAGACTCTCACTTCAACCCAGGAGGTGGAGGTTGCGGTG 
AGCCAAGATTGTGCCTCTGCACTCTAGCGTGGGTGACAGAGTAAGCGAGACTCCATCTCAi\A 
AATAATAATAATAATAATTCAGACTCCTTATCAGGAGTCCATGATCTGGCCTGGCACAGTAA 
CTCATGCCTGTAATCCCAACATTTTGGGAGGCCAACGCAGGAGGATTGCTTGAGGTCTGGAG 
GTTTGAGACCAGCCTGGGCAACATAGAAAGACCCCATCTCTA^TAAATGTTTTAAAAAT 



/| 4o/ 229- 
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FIGURE 139 



></usr/seqdb2/ sst/DNA/Dnaseqs.min/ ss .DNA57039 



xsubunit 1 of 1, 124 aa, 1 stop 
><MW: 13352, pi: 5.99, NX(S/T): 1 

MELPFVTHLFLPLVFLTGLCSPFNLDEHHPRLFPGPPEAEFGYSVLQHVGGGQRWMLVGAPW 
IXBPSGDRRGDVYRCPVGGAHNAPCAKGHL^ 

Important features: 

Signal peptide: ( 
amino acids 1-22 

Cell attachment sequence ♦ 

amino acids 70-73 

N-glycosylation site . 
amino acids 98-101 

Integrins alpha chain proteins 
amino acids 67-81 
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FIGUR E 140 

C^CAGTTCCCCACCATCACTCNTCCCATTCCTTCCAACTTTATTTTTAGCTTGCCATTGGGA 
GGGGGCAGGATGGGAGGGAAAGTGAAGAAAACAGAAAAGGAGAGGGACAGAGGCCAGAGGAC 
TTCTCATACTGGACAGAAACCGATCAGGCATGGAACTCCCCTTCGTCACTCACCTGTTCTTG 
CCCCTGGTGTTCCTGACAGGTQTCTGCTCCCCCTTTAACCTGGATGAACATCACCCACGCCT 
ATTCCCAGGGCCACCAGAAGCTGAATTTGGATACAGTGTCTTACAACATGTTGGGGGTGGAC 
AGCGATGGATGCTGGTGGGCGCCCCCTGGGATGGGCCTTCAGGCGACCGGAGGGGGGACGTT 
TATCGCTGCCCTGTAGGGGGGGCCCAC7\ATGCCCCATGTGCCAAGGGCGACTTAGGTGACTA 
GCAACTGGGAAATTCATCTGATCCTGCTGTGAATATGCACCTGGGGATGTCTCTGTTAGAGA 
CAGATGGTGATGG 
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FIGURE 141 

AAAGTTACATTTTCTCTGGAACTCTCCTAGGCCACTCCCTGCTGATGCAACATCTGGGTTTG 
GGCAGAAAGGAGGGTGCTTCGGAGCCCGCCCTTTCTGAGCTTCCTGGGCCGGCTCTAGAACA 
ATTCAGGCTTCGCTGCGACTCAGACCTCAGCTCCAACATATGCATTCTGAAGAAAGATGGCT 
GAGATGGACAGAATGCTTTATTTTGGA7^GAAACAATGTTCTAGGTCAAACTGAGTCTACCA 
AMSCAGACTTTCACAATGGTTCTAGAAGAAATCTGGACAAGTCTTTTCATGTGGTTTTTCT 

ACGCATTGATTCCATGTTTGCTCACAGATGAAGTGGCCATTCTGCCTGGCCCTCAGAACCTC 
TCTGTACTCTCAACCAACATGAAGCATCTCTTGATGTGGAGCCCAGTGATCGCGCCTGGAGA 
AACAGTGTACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCTGTACACGAGCCACATCT 
GGATCCCCAGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTGATGTCACTGATGACATC 
ACGGCCACTGTGCCATACAACCTTCGTGTCAGGGCCACATTGGGCTCACAGACCTCAGCCTG 
GAGCATCCTGAAGCATCCCTTTAATAGAAACTCAACCATCCTTACCCGACCTGGGATGGAGA 
TCACCAAAGATGGCTTCCACCTGGTTATTGAGCTGGAGGACCTGGGGCCCCAGTTTGAGTTC 
CTTGTGGCCTACTGGAGGAGGGAGCCTGGTGCCGAGGAACATGTCAAAATGGTGAGGAGTGG 
GGGTATTCCAGTGCACCTAG7VAACCATGGAGCCAGGGGCTGCATACTGTGTGAAGGCCCAGA 
CATTCGTGAAGGCC^TTGGGAGGTACAGCGCCTTC^GCC^GACAGAATGTGTGGAGGTGC^ 
GGAGAGGCCATTCCCCTGGTACTGGCCCTGTTTGCCTTTGTTGGCTTCATGCTGATCCTTGT 
GGTCGTGCCACTGTTCGTCTGGAAAATGGGCCGGCTGCTCCAGTACTCCTGTTGCCCCGTGG 
TGGTCCTCCCAGACACCTTGAAAATAACCAATTCACCCCAGAAGTTAATCAGCTGCAGAAGG 
GAGGAGGTGGATGCCTGTGCCACGGCTGTGATGTCTCCTGAGGAACTCCTCAGGGCCTGGAT 
CTCAIASGTTTGCGGAAGGGCCCAGGTGAAGCCGAGAACCTGGTCTGCATGACATGGAAACC 
ATGAGGGGACAAGTTGTGTTTCTGTTTTCCGCCACGGACAAGGGATGAGAGAAGTAGGAAGA 
GCCTGTTGTCTACAAGTCTAGAAGCAACCATCAGAGGCAGGGTGGTTTGTCTAACAGAACAC 
TGACTGAGGCTTAGGGGATGTGACCTCTAGACTGGGGGCTGCCACTTGCTGGCTGAGCAACC 
CTGGGAAAAGTGACTTCATCCCTTCGGTCCTAAGTTTTCTCATCTGTAATGGGGGAATTACC 
TACACACCTGCTAAACACACACACACAGAGTCTCTCTCTATATATAC^CACGTACACATAAA 
TACACCCAGCACTTGC7VAGGCTAGAGGGAAACTGGTGACACTCTACAGTCTGACTGATTCAG 
TGTTTCTGGAGAGCAGGACATAAATGTATGATGAGAATGATCAAGGACTCTACACACTGGGT 
GGCTTGGAGAGCCCACTTTCCCAGAATAATCCTTGAGAGAAAAGGAATCATGGGAGCAATGG 
TGTTGAGTTCACTTCAAGCCCAATGCCGGTGCAGAGGGGAATGGCTTAGCGAGCTCTACAGT 
AGGTGACCTGGAGGAAGGTCACAGCCACACTGAAAATGGGATGTGCATGAACACGGAGGATC 
CATGAACTACTGTAAAGTGTTGACAGTGTGTGCACACTGCAGACAGCAGGTGAAATGTATGT 
GTGCAATGCGACGAGAATGCAGAAGTCAGTAACATGTGCATGTTTGTTGTGCTCCTTTTTTC 

TGTTGGTAAAGTACAGAATTCAGCAAATAAAAAGGGCCACCCTGGCCAAAAGCGGTAAAAAA 
AAAAAAAAAA 
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FIGUR E 14 2 



</usr/seqdb2/sst/DNA/DnaSeqs.min/ss .DNA57033 
<subunit 1 of 1, 311 aa, 1 stop 
<MW: 35076, pi: 5.04, NX(S/T): 2 

MQT FTMVLEE I W T S L FMW FFYAJj I PCLLTDEVAI LPAPQNLS VLB TNMKHLLMWS PVIAPGE 
TVYYSVEYQGEYESLYTSHIWIPSSWCSLTEGPECDVTDDITATVPYNLRVRATLGSQTSAW 
S ILKHPFNRNS T I LTRPGMEI TKDGFHLVIELEDLGPQFE FLVAYWRREPGAEEHVKMVRSG 
G I PVHLETME PGAAYC VKAQT FVKAI GRY SAFS QTEC VE VQGEAI PLVLAL FAFVG FML I LV 
VVPLFVWKMGRLLQYSCCPVVVLPDTLKITN^ 

Important features: 
Signal peptide: 
amino acids 1-29 

Transmembrane domain: 
amino acids 230-255 

N-glycosylation site. 

amino acids 40-43 and 134-137 

Tissue factor proteins, 
amino acids 92-119 

Integrins alpha chain proteins 



amino acids 232-262 
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FIGURE 143 



TCCTGCTGATGCACATCTGGGTTTGGCAAAAGGAGGTTGCTTCGAGCCGCCCTTTCTAGCTT 
CCTGGCCGGCTCTAGAACAATTCAGGCTTCGCTGCGACTAGAGCTCAGCTCCAACATATGCA 
TTCTGAAGAAAGATGGCTGAGATGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGG 
TCAAACTGAGTCTACCAAATGCAGACTTTCACAATGGTTCT^^ 

TTTCATGTGGTTTTTCTACGCATTGATTCCATGTTTGCTCACAGATGAAGTGGCCATTCTGC 
CTGCCCCTC^GAACCTCTCTGTACTCTCAACO^ACATGAAGCATCTCTTGATGTGGAGCCCA 
GTGATCGCGCCTGGAGAAACAGTGTACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCT 
GTACACGAGGCACATCTGGATCCCCAGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTG 
ATGTCACTGATGACATCACGGCCACTGTGCCATACAACCTTTGTGTCAGGGCCACATTGGGC 
TCACAGACCTCAGCCTGGAGCATCCTGAAGCATCCCTTTAATAGAAACTCAACCATCCTTAC 
CCGACCTGGGATGGAGATCACCAAAGATGGCTTNCACCTGGTTATTGAGCTGGAGGACCTGG 
GGCCCCAGTTTGAGTTCCTTGTGGCCTANTGGAGGAGGGGCGAACCCCTTGCGGCGCAAGGG 
GTTNGCGAACCCCTTGCGGCCGCTGGGGTATCTCTCGAGAAAAGAGAGGCCCAATATGACCC 
ACATACTCAATATGGACGAANTGCTATTGTCCACCTGTTTGAGTGGCGCTGGGTTGAT 



A4SI2&- 
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FIGUR E 144 

CCCACGCGTCCGCCCACGCGTCCGAGGGACAAGAGAGAAGAGAGACTGAAACAGGGAGAAGA 
GGCAGGAGAGGAGGAGGTGGGGAGAGCACGAAGCTGGAGGCCGACACTGAGGGAGGGCGGGA 
GGAGGTGAAGAAGGAGAGAGGGGAGAAGAGGCAGGAGCTGGAAAGGAGAGAGGGAGGAGGAG 
GAGGAGATGCGGGATGGAGACCTGGAGTTAGGTGGCTTGGGAGAGCTTAATGAAAAGAGAAC 
GGAGAGGAGGTGTGGGTTAGGAACCAAGAGGTAGCCCTGTGGGCAGCAGAAGGCTGAGAGGA 
GTAGGAAGATCAGGAGCTAGAGGGAGACTGGAGGGTTCCGGGAAAAGAGCAGAGGAAAGAGG 
AAAGACACAGAGAGACGGGAGAGAGAAGAAGAGTGGGTTTGAAGGGCGGATCTCAGTCCCTG 
GCTGCTTTGGCATTTGGGGAACTGGGACTCCCTGTGGGGAGGAGAGGAAAGCTGGAAGTCCT 
GGAGGGACAGGGTCCCAGAAGGAGGGGACAGAGGAGCTGAGAGAGGGGGGCAGGGCGTTGGG 
CAGGGGTCCCTCGGAGGCCTCCTGGGGATSGGGGCTGCAGCTCGTCTGAGCGCCCCTCGAGC 
GCTGGTACTCTGGGCTGCACTGGGGGCAGCAGCTCACATCGGACC^GCACCTGACCCCGAGG 
ACTGGTGGAGCTACAAGGATAATCTCCAGGGAAACTTCGTGCCAGGGCCTCCTTTCTGGGGC 
CTGGTGAATGCAGCGTGGAGTCTGTGTGCTGTGGGGAAGCGGCAGAGCCCCGTGGATGTGGA 
GCTGAAGAGGGTTCTTTATGACCCCTTTCTGCCCCCATTAAGGCTCAGCACTGGAGGAGAGA 
AGCTCCGGGGAACCTTGTACAACACCGGCCGACATGTCTCGTTCCTGCCTGCACCCCGACCT 
GTGGTCAATGTGTCTGGAGGTCCCCTCCTTTACAGCCACCGACTCAGTGAACTGCGGCTGCT 
GTTTGGAGCTCGCGACGGAGCCGGCTCGGAACATCAGATCAACCACCAGGGCTTCTCTGCTG 
AGGTGCAGCTCATTCACTTCAACCAGGAACTCTACGGGAATTTCAGCGCTGCCTCCCGCGGC 
CCCAATGGCCTGGCCATTCTCAGCCTCTTTGTCAACGTTGCCAGTACCTCTAACCCATTCCT 
CAGTCGCCTCCTTAACCGCGACACCATCACTCGCATCTCCTACAAGAATGATGCCTACTTTC 
TTCAAGACCTGAGCCTGGAGCTCCTGTTCCCTGAATCCTTCGGCTTCATCAGCTATCAGGGC 
TCTCTCAGCACCCCGCCCTGCTCCGAGACTGTCACCTGGATCCTCATTGACCGGGCCCTCAA 
TATCACCTCCCTTCAGATGCACTCCCTGAGACTCCTGAGCCAGAATCCTCCATCTCAGATCT 
TCCAGAGCCTCAGCGGTAACAGCCGGCCCCTGCAGCCCTTGGCCCACAGGGCACTGAGGGGC 
AACAGGGACCCCCGGCACCCCGAGAGGCGCTGCCGAGGCCCCAACTACCGCCTGCATGTGGA 
TGGTGTCCCCCATGGTCGCTG&GACTCCCCTTCGAGGATTGCACCCGCCCGTCCTAAGCCTC 
CCCACAAGGCGAGGGGAGTTACCCCTAAAACAAAGCTATTAAAGGGACAGAATACTTA 



/l46/«3f 
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FIGURE 145 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA34353 
<subunit 1 of 1, 328 aa, 1 stop 
<MW: 36238, pi: 9.90, NX(S/T): 3 
MGAAARLSAPRALVLWAALGAAAHIGPAPDPEDWWSY^ 

AVGKRQS PVDVE LKRVLYDP FLPPLRLS TGGEKLRGTLYNTGRHVS FLPAPRP WNVSGGPL 

LYSHRLSELRLLFGARDGAGSEHQINHQGFSAEVQLIHraQELYGNFSAASRGPNGLAILSL 

FVNVASTSNPFLSRLLNRDTITRISYKNDAYFLQDLSLELLFPESFGFITYQGSLSTPPCSE 
TVTWILIDRALNITSLQMHSLRLLSQNPPSQ 

RCRGPNYRLHVDGVPHGR 

Important features: . 
Signal peptide: 
amino acids 1-23 

Transmembrane domain: 
amino acids 177-199 

N-glycosylation site. 

amino acids 118-121, 170-173 and 260-263 

Eukaryotic-type carbonic anhydrases proteins 
amino acids 222-270, 128-164 and 45-92 
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FIGURE 146 



GGCGCCTGGTTCTGCGCGTACTGGCTGTACGGAGCAGGAGCAAGAGGTCGCCGCCAGCCTCC 

GCCGCCGAGCCTCGTTCGTGTCCCCGCCCCTCGCTCCTGCAGCTACTGCTCAGAAACGCTGG 

GGCGCCCACCCTGGCAGACTAACGAAGCAGCTCCCTTCCCACCCCAACTGGAGGTCTAATTT 

TGGACGCTTTGCCTGCCATTTCTTCCAGGTTGAGGGAGCCGCAGAGGCGGAGGCTCGCGTAT 

TCCTGCAGTCAGCACCCACGTCGCCCCCGGACGCTCGGTGCTCAGGCCCTTCGCGAGCGGGG 

CTCTCCGTCTGCGGTCCCTTGTGAAGGCTCTGGGCGGCTGCAGAGGCCGGCCGTCCGGTTTG 

GCTCACCTCTCCCAGGAAACTTCACACTGGAGAGCCAAAAGGAGTGGAAGAGCCTGTCTTGG 

AGATTTTCCTGGGGAAATCCTGAGGTCATTCATTMSAAGTGTACCGCGCGGGAGTGGCTCA 

GAGTAACCACAGTGCTGTTCATGGCTAGAGCAATTCCAGCCATGGTGGTTCCCAATGCCACT 

TTATTGGAGAAAC TT TTf GGAAAAATACATGGATGAGGATGGTGAGTGGTGGATAGCCAAACA 

ACGAGGGAAAAGGGCCATCACAGACAATGACATGCAGAGTATTTTGGACCTTCATAATAAAT 

TACGAAGTCAGGTGTATCCAACAGCCTCTAATATGGAGTATATGACATGGGATGTAGAGCTG 

GAAAGATCTGCAGAATCCTGGGCTGAAAGTTGCTTGTGGGAACATGGACCTGCAAGCTTGCT 

TCCATCAATTGGACAGAATTTGGGAGCACACTGGGGAAGATATAGGCCCCCGACGTTTCATG 

TACAATCGTGGTATGATGAAGTGAAAGACTTTAGCTACCCATATGAACATGAATGCAACCCA 

TATTGTCCATTCAGGTGTTCTGGCCCTGTATGTACACATTATACACAGGTCGTGTGGGCAAC 

TAGTAACAGAATCGGTTGTGCCATTAATTTGTGTCATAACATGAACATCTGGGGGCAGATAT 

GGCCCAAAGCTGTCTACCTGGTGTGCAATTACTCCCCAAAGGGAAACTGGTGGGGCCATGCC 

CCTTACAAACATGGGCGGCCCTGTTCTGCTTGCCCACCTAGTTTTGGAGGGGGCTGTAGAGA 

AAATCTGTGCTACAAAGAAGGGTCAGACAGGTATTATCCCCCTCGAGAAGAGGAAACAAATG 

AAATAGAACGACAGCAGTCACAAGTCCATGACACCCATGTCCGGACAAGATCAGATGATAGT 

AGCAGAAATGAAGTCATAAGCG,CACAGCAAATGTCCC^WVTTGTTTCTTGTGAAGTAAGATT 

AAGAGATCAGTGCAAAGGAACAACCTGCAATAGGTACGAATGTCCTGCTGGCTGTTTGGATA 

GTAAAGCTAAAGTTATTGGCAGTGTACATTATGAAATGCAATCCAGCATCTGTAGAGCTGCA 

ATTCATTATGGTATAATAGACAATGATGGTGGCTGGGTAGATATCACTAGACAAGGAAGAAA 

GCATTATTTCATCAAGTCCAATAGAAATGGTATTCAAACAATTGGCAAATATCAGTCTGCTA 

ATTCCTTCACAGTCTCTAAAGTAACAGTTCAGGCTGTGACTTGTGAAACAAGTGTGGAACAG 

CTCTGTCCATfTCATAAGCCTGCTTCACATTGCCCAAGAGTATACTGTCCTCGTAACTGTAT 

GCAAGCAAATCCACATTATGCTCGTGTAATTGGAACTCGAGTTTATTCTGATCTGTCCAGTA 

TCTGCAGAGCAGCAGTACATGCTGGAGTGGTTCGAAATCACGGTGGtTATGTTGATGTAATG 

CCTGTGGACAAAAGAAAGACCTACATTGCTTCTTTTCAGAATGGAATCTTCTCAGAAAGTTT 

ACAGAATCCTeCAGGAGGAAAGGCATTCAGAGTGTTTGCTGTTGTGTGAAACTGAATACTTG 

GAAGAGGACCATAAAGACTATTCCAAATGCAATATTTCTGAATTTTGTATAAAACTGTAACA 

TTACTGTACAGAGTACATCAACTATTTTCAGCCCAAAAAGGTGCCAAATGCATATAAATCTT 

GATAAACAAAGTCTATAAAATAAAACATGGGACATTAGCTTTGGGAAAAGTAATGAAAATAT 

AATGGTTTTAGAAATCCTGTGTTAAATATTGCTATATTTTCTTAGCAGTTATTTCTACAGTT 

AATTACATAGTCATGATTGTTCTACGTTTCATATATTATATGGTGCTTTGTATATGCCACTA 

ATAAAATGAATCTAAACATTGAATGTGAATGGCCCTCAGAAAATCATCTAGTGCATTTAAAA 

ATAATCGACTCTAAAACTGAAAGAAACCTTATCACATTTTCCCCAGTTCAATGCTATGCCAT 

TACCAACTCCAAATAATCTCAAATAATTTTCCACTTAATAACTGTAAAGTTTTTTTCTGTTA 

ATTTAGGCATATAGAATATTAAATTGTGATATTGCACTTCTTATTTTATATAAAATAATCCT 

TTAATATCCAAATGAATCTGTTAAAATGTTTGATTCCTTGGGAATGGCCTTAAAAATAAATG 

TAATAAAGTCAGAGTGGTGGTATGAAAACATTCCTAGTGATCATGTAGTAAATGTAGGGTTA 

AG.CATGGACAGCCAGAGCTTTCTATGTACTGTTAAAATTGAGGTCACATATTTTCTTTTGTA 

TCCTGGCAAATACTCCTGCAGGCCAGGAAGTATAATAGCAAAAAGTTGAACAAAGATGAACT 

AATGTATTACATTACCATTGCCACTGATTTTTTTTAAATGGTAAATGACCTTGTATATAAAT 

ATTGCCATATCATGGTACCTATAATGGTGATATATTTGTTTCTATGAAAAATGTATTGTGCT 

TTGATACTAAAAATGTGTAAAATGTTAGTTTTGGTAATTTTTTTTCTGCTGGTGGATTTACA 

TATTAAATTTTTTCTGCTGGTGGATAAACATTAAAATTAATCATGTTTCAAAAAAAAAAAAA 
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</usr/seqdb2/sst/DNA/Dnaseqs .min/ss.DNA45417 
<subunit 1 of 1/500 aa, 1 stop 
<MW: 56888, pi: 8 • 53, NX (S/T) : 2 



MKCTAREWLRVTTVLFMARAIPAMVVPNATLLEKL^ 

QSILDLHNKLRSQVYPTASNMEYMTWDVELERSAESWAESCLWEHGPASLLPSIGQNLGAHW 
GRYRPPTFHVQSWYDEVKDFSYPYEHECNPYCPFRCSGPVCTHYTQVVWATSNRIGCAINLC 
HNMNIWGQIWPKAVYLVCNYSPKGNWWGH71PYKHGRPCSACPPSFGGGCRENLCYKEGSDRY 
YPPREEETNEIERQQSQVHDTHVRTRSDDSSRNEVISAQQM^ 

YECPAGCLDS KAKVI GSVHYEMQS S ICRAAIHYG I IDNDGGWVDI TRQGRKHYFIKSNRNGI 
QTIGKYQSANSFTVSKVTVQAVTCETTVEQLGPFHKPASHCPRVYCPRNCMQANPHYARVIG 
TRVYSDLS S I CRAAVHAGWRNHGGYVDVMPVDKRKT Y IAS FQNG I FSESLQNPPGGKAFRV 
FAW 

Important features: 
Signal peptide: 
amino acids 1-20 

Extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 protein 
amino acids 165-186, 196-218, 134-146, 96-108 and 58-77 

N-glycosylation site 

amino acids 28-31 ♦ 
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FIGURE 148 

GCGGAGAC^GCGC^GAGCGCAGCGCACGGCCACAGACAGCCCTGGGC^TCCACCGACGGCG 
CAGCCGGAGCCAGCAGAGCCGGAAGGCGCGCCCCGGGCAGAGAAAGCCGAGCAGAGCTGGGT 
GGCGTCTCCGGGCCGCCGCTCCGACGGGCCAGCGCCCTCCCCATSTCCCTGCTCCCACGCGG 
CGCCCCTCCGGTCAGCATGAGGCTCCTGGCGGCCGCGCTGCTCCTGCTGCTGCTGGCGCTGT 
ACACCGCGCGTGTGGACGGGTCCAAATGCAAGTGCTCCCGGAAGGGACCCAAGATCCGCTAC 
AGCGACGTGAAGAAGCTGGAAATGAAGCCA7^AGTACCCGCACTGCGAGGAGAAGATGGTTAT 
CATCACCACCAAGAGCGTGTCCAGGTACCGAGGTCAGGAGCACTGCCTGCACCCCAAGCTGC 
AGAGCACCAAGCGCTTCATCAAGTGGTACAACGCCTGGAACGAGAAGCGGAGGGTCTACGAA 
GAAJMGGTGAAAAACCTCAGAAGGGAAAACTCCAAACCAGTTGGGAGACTTGTGCAAAGGA 
CTTTGCAGATTAAAAAAAAAAAftAAAAAAAAAAAAAAAAAAAAAAAAA 

TTTCTCACAGGCATAAGACAOU\ATTATATATTGTTATGAAGCACTTTTTACCAACGGTCAG 

TTTTTACATTTTATAGCTGCGTGCGAAAGGCTTCCAGATGGGAGACCCATCTCTCTTGTGCT 

CCAGACTTCATCACAGGCTGCTTTTTATCAAAAAGGGGAAAACTCATGCCTTTCCTTTTTAA 

AAAATGCTTTTTTGTATTTGTCCATACGTCACTATACATCTGAGCTTTATAAGCGCCCGGGA 

GGAACAATGAGCTTGGTGGACAC^TTTCATTGC^GTGTTGCTCCATTCCTAGCTTGGGAAGC 

TTCCGCTTAGAGGTCCTGGGGCCTCGGCACAGCTGCCACGGGCTCTCCTGGGCTTATGGCCG 

GTCACAGCCTCAGTGTGACTCCACAGTGGCCCCTGTAGCCGGGCAAGCAGGAGCAGGTCTCT 

CTGCATCTGTTCTCTGAGGAACTCAAGTTTGGTTGCCAGAAAAATGTGGTTCATTCCCCCCT 

GGTTAATTTTTACACACCCTAGGAAACATTTCCAAGATCCTGTGATGGCGAGACAAATGATC 

GTTAAAGAAGGTGTGGGGTCTTTCCCAACCTGAGGATTTCTGAAAGGTTCACAGGTTCAATA 

TTTAATGCTTCAGAAGCATGTGAGGTTCCCAACACTGTCAGCAAAAAGCTTAGGAGAAAACT 

TAAAAATATATG7VATACATGCGCAATACACAGCTACAGACACACATTCTGTTGACAAGGGAA 

AACCTTCAAAGCATGTTTCTTTCCCTCACCACAACAGAACATGCAGTACTAAAGGAATATAT 

TTGTGATTCCCCATGTAATTCTTCAATGTTAAACAGTGCAGTCCTCTTTCGAAAGCTAAGAT 

GACCATGCGCCCTTTCCTCTGTACATATACCCTTAAGAACGCCCCCTCCACACACTGCCCCC 

CAGTATATGGCGCATTGTACTGCTGTGTTATATGCTATGTACATGTCAGAAACCATTAGCAT 

TGCATGCAGGTTTCATATTCTTTCTAAGATGGAAAGTAATAAAATATATTTGAAATGTAAAA 
AAAAAAAAAAA 
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FIGURE 149 

MSLLPR^PPVSMRLIAAALLLLLLALYTARVDGSKCKCSRKGPKIRYSDVKKLEMKPKYPH 
CEEKMVIITTKSVSRYRGQEHCLHPKLQSTKRFIKWYNAWNEKRRVYEE 



WO 99/46281 PCTAJS99/05028 

FIGURE 1 50 

GCCCCAGGGACTGGTATGGCTTCCTTTGTTGTTCACCCCGGTCTGCGTC&1STTAAACTCCA 

ATGTCCTCCTGTGGTTAACTGCTCTTGCCATCAAGTTCACCCTCATTGACAGCCAA.GCACAG 

TATCCAGTTGTCAAGACAAATTATGGCAAAATCCGGGGCCTAAGAACACCGTTACCCAATGA 

GATCTTGGGTCCAGTGGAGCAGTACTTAGGGGTCCCCTATGCCTCACCCCCCACTGGAGAGA 

GGCGGTTTCAGCCCCCAGAACCCCCGTCCTCCTGGACTGGCATCCGAAATACTACTCAGTTT 

GCTGCTGTGTGCCCCCAGCACCTGGATGAGAGATCCTTACTGCATGACATGCTGCCCATCTG 

GTTTACCGCCAATTTGGATACTTTGATGACCTATGTTCAAGATCAAAATGAAGACTGCCTTT 

ACTTAAACATCTACGTGCCCACGGAAGATGGAGCCAACACAAAGAAAAACGCAGATGATATA 

ACGAGTAATGACCGTGGTGAAGACGAAGATATTCATGATCAGAACAGTAAGAAGCCeGTCAT 

GGTCTATATCCATGGGGGATCTTACATGGAGGGCACCGGCAACATGATTGACGGCAGCATTT 

TGGCAAGCTACGGAAACGTGATCGTGATCACCATTAACTACCGTCTGGGAATACTAGGGTTT 

TTAAGTACCGGTGACCAGGCAGCAAAAGGCAACTATGGGCTCCTGGATCAGATTCAAGCACT 

GCGGTGGATTGAGGAGAATGTGGGAGCCTTTGGCGGGGACCCCAAGAGAGTGACCATCTTTG 

GCTCGGGGGCTGGGGCCTCCTGTGTCAGCCTGTTGACCCTGTCCCACTACTCAGAAGGTCTC 

TTCCAGAAGGCCATCATTCAGAGCGGCACCGCCCTGTCCAGCTGGGCAGTGAACTACCAGCC 

GGCCAAGTACACTCGGATATTGGCAGACAAGGTCGGCTGCAACATGCTGGACACCACGGACA 

TGGTAGAATGCCTGCGGAACAAGAACTACAAGGAGCTCAT.CCAGCAGACCATCACCCCGGCC 

ACCTACCACATAGCCTTCGGGCCGGTGATCGACGGCGACGTCATCCCAGACGACCCCCAGAT 

CCTGATGGAGCAAGGCGAGTTCCTCAACTACGACATCATGCTGGGCGTCAACCAAGGGGAAG " 

GCCTGAAGTTCGTGGACGGCATCGTGGATAACGAGGACGGTGTGACGCCCAACGACTTTGAC 

TTCTCCGTGTCCAACTTCGTGGACAACCTTTACGGCTACCCTGAAGGGAAAGACACTTTGCG 

GGAGACTATCAAGTTCATGTACACAGACTGGGCCGATAAGGAAAACCCGGAGACGCGGCGGA 

AAACCCTGGTGGCTCTCTTTACTGACCACCAGTGGGTGGCCCCCGCCGTGGCCGCCGACCTG 

CACGCGCAGTAGGGCTCCCCCACCTACTTCTATGCCTTCTATCATCACTGCCAAAGCGAAAT 

GAAGCCCAGCTGGGCAGATTCGGCCCATGGTGATGAGGTCCCCTATGTCTTCGGCATCCCCA 

TGATCGGTCCGACCGAGCTCTTCAGTTGTAACTTTTCCAAGAACGACGTCATGCTCAGCGCC 

GTGGTCATGACCTACTGGACGAACTTCGCCAAAACTGGTGATCCAAATCAACCAGTTCCTCA 

GGATACCAAGTTCATTCACACAAAACCCAACCGCTTTGAAGAAGTGGCCTGGTCCAAGTATA 

ATCCCAAAGACCAGCTCTATCTGCATATTGGCTTGAAACCCAGAGTGAGAGATCACTACCGG 

GCAACGAAAGTGGCTTTCTGGTTGGAACTCGTTCCTCATTTGCACAACTTGAACGAGATATT 

CCAGTATGTTTCAAGAACCACAAAGGTTCCTCCACCAGACATGACATCATTTCCCTATGGCA 

CCCGGCGATCTCCCGCCAAGATATGGCCAACCACCAAACGCCCAGCAATCACTCCTGCCAAC 

AATCCCAAACACTCTAAGGACCCTCACAAAACAGGGCCTGAGGACACAACTGTCCTCATTGA 

AACCAAACGAGATTATTCCACCGAATTAAGTGTCACCATTGCCGTCGGGGCGTCGCTCCTCT 

TCCTCAACATCTTAGCTTTTGCGGCGGTGTACTACAAAAAGGACAAGAGGCGCCATGAGACT 

CACAGGCGCCCCAGTCCCCAGAGAAACACCACAAATGATATCGCTCACATCCAGAACGAAGA 

GATCATGTCTCTGCAGATGAAGCAGCTGGAACACGATCACGAGTGTGAGTCGCTGCAGGCAC 

ACGACACACTGAGGCTCACCTGCCCGCCAGACTACACCCTCACGCTGCGCCGGTCGCCAGAT 

GACATCCCACTTATGACGCCAAACACCATCACCATGATTCCAAACACACTGACGGGGATGCA 

GCCTTTGCACACTTTTAACACCTTCAGTGGAGGACAAAACAGTACAAATTTACCCCACGGAC 

ATTCCACCACTAGAGTATASCTTTGCCCTATTTCCCTtCCTATCCCTCTGCCCTACCCGGTC 

AGCAACATAGAAGAGGGAAGGAAAGAGAGAAGGAAAGAGAGAGAGAAAGAAAGTCTCCAGAC 

CAGGAATGTTTTTGTCCCACTGACTTAAGACAAAAATGCAAAAAGGCAGTCATCGCATCCCG 

GCAGACCCTTATCGTTGGTGTTTTCCAGTATTACAAGATCAACTTCTGACCCTGTGAAATGT 

GAGAAGTACACATTTCTGTTAAAATAACTGCTTTAAGATCTCTACCACTCCAATCAATGTTT 

AGTGTGATAGGACATCACCATTTCAAGGCCCCGGGTGTTTCCAACGTCATGGAAGCAGCTGA 

CACTTCTGAAACTCAGCCAAGGACACTTGATATTTTTTAATTACAATGGAAGTTTAAACATT 

TCTTTCTGTGCCACACAATGGATGGCTCTCCTTAAGTGAAGAAAGAGTCAATGAGATTTTGC 

CCAGCACATGGAGCTGTAATCCAGAGAGAAGGAAACGTAGAAATTTATTATTAAAAGAATGG 

ACTGTGCAGCGAAATCTGTACGGTTCTGTGCAAAGAGGTGTTTTGCCAGCCTGAACTATATT 
TAAGAGACTTTGT 
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MLNSNVLLWLTALAIKFTLIDSQAQYPWNTNYGKIRGLRTPLPNEILGPVEQYLGVPYASP 
PTGERRFQPPEPPSSWTGIRNTTQFi^VCPQHLDERSLLHDMLPIWFTANLDTLMTYVQDQN 
EDCLYLNIYVPTEDGANTKKNADDITSNDRGEDEDIHDQNSKKPVMVYIHGGSYMEGTGNMI 



DGSILASYGNVIVITINYRLGILGFLSTGDQAA^ 

VTI FGSGAGASCVSLLTLSHYSEGLFQKAI IQSGTALSSWAVNYQPAKYTRILADKVGCNML 
DT TDMVECLRNKN YKEL I QQT I T PAT YH I AFGPVI DGDVI PDDPQ I LMEQGE FLNYDIMLGV 
NQGE GLKFVDG I VDNEDGVT PNDFDFS VSN FVDNLYG YPEGKDTLRET I KIHYTDWADKENP 
ETRRKTLVALFTDHQWAPAVAADLHAQYGSPTYFYAFYHHCQSEMKPSWADSAHGDEVPYV 
FGIPMIGPTELFSCNFSKNDVMLSAVVMTYWTNFAKTGDPNQPVPQDTKFIHTKPNRFEEVA 



WSKYNPKDQLYLHI GLKPRVRDHYRATKVAFWLELVPHLHNLNEI FQYVSTTTKVPPPDMTS 
FPYGTRRSPAKIWPTTKRPAITPANNPKHSKDPHKTGPEDTTVLIETKRDYSTELSVTIAVG 
AS LL FLN I LAFAAL Y YKKDKRRHE THRRP S PQRNTTNDI AH I QNEE IMS LQMKQLEHDHECE 
SLQAHDTLRLTCPPDYTLTLRRSPDDIPLMTPNTITMIPNTLTGMQPLHTFNTFSGGQNSTN 

LPHGHSTTRV 
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FIGURE 1 52 

GGGA7AGATGGCGGCGACTCTGGGACCCCTTGGGTCGTGGCAGCAGTGGCGGCGATGTTTGT 
CGGCTCGGGATGGGTCCAGGATGTTACTCCTTCTTCTTTTGTTGGGGTCTGGGCAGGGGCCA 
CAGCAAGTCGGGGCGGGTCAAACGTTCGAGTACTTGAAACGGGAGCACTCGCTGTCGAAGCC 
CTACCAGGGTGTGGGCACAGGCAGTTCCTCACTGTGGAATCTGATGGGCAATGCCATGGTGA 
TGACCCAGTATATCCGCCTTACCCCAGATATGCAAAGTAAACAGGGTGCCTTGTGGAACCGG 
GTGCCATGTTTCCTGAGAGACTGGGAGTTGCAGGTGCACTTCAAAATCCATGGACAAGGAAA 
GAAGAATCTGCATGGGGATGGCTTGGCAATCTGGTACACAAAGGATCGGATGCAGCCAGGGC 
CTGTGTTTGGAAACATGGACAAATTTGTGGGGCTGGGAGTATTTGTAGACACCTACCCCAAT 
GAGGAGAAGCAGCAAGAGCGGGTATTCCCCTACATCTCAGCCATGGTGAACAACGGCTCCCT 
CAGCTATGATCATGAGCGGGATGGGCGGCCTACAGAGCTGGGAGGCTGCACAGCCATTGTCC 
GCAATCTTCATTACGACACCTTCCTGGTGATTCGCTACGTCAAGAGGCATTTGACGATT^ATG 
ATGGATATTGATGGCAAGCATGAGTGGAGGGACTGCATTGAAGTGCCCGGAGTCCGCCTGCC 
CCGCGGCTACTACTTCGGCACCTCCTCCATCACTGGGGATCTCTCAGATAATCATGATGTCA 
TTTCCTTGAAGTTGTTTGAACTGACAGTGGAGAGAACCCCAGAAGAGGAAAAGCTCCATC^ 
GATGTGTTCTTGCCCTCAGTGGACAATATGAAGCTGCCTGAGATGACAGCTCCACTGCCGCC 
CCTGAGTGGCCTGGCCCTCTTCCTCATCGTCTTTTTCTCCCTGGTGTTTTCTGTATTTGCCA 

TAGTCATTGGTATCATACTCTACAACAAATGGCAGGAACAGAGCCGAAAGCGCTTCTACIG^ 
GCCGTCCTGCTGCCACCACTTTTGTGACTGTCACCCATGAGGTATGGAAGGAGCAGGCACTG 
GGCTGAGCATGCAGCCTGGAGAGTGTTCTTGTCTCTAGCAGCTGGTTGGGGACTATATTCTG 
TCACTGGAGTTTTGAATGCAGGGACCCCGCATTCCCATGGTTGTGCATGGGGACATCTAACT 
CTGGTCTGGGAAGCCACCCACCCCAGGGCAATGCTGCTGTGATGTGCCTTTCCCTGCAGTCC 
TTCCATGTGGGAGCAGAGGTGTGAAGAGAATTTACGTGGTTGTGATGCCAATy^TCACAGAAC 
AGAATTTCATAGCCCAGGCTGCCGTGTTGTTTGACTCAGAAGGCCCTTCTACTTCAGTTTTG 
AATCCACAAAGAATTAAAAACTGGTAACACCACAGGCTTTCTGACCATCCATTCGTTGGGTT 
TTGCATTTGACCCAAGCCTCTGCCTACCTGAGGAGCTTTCTTTGGAAACCAGGATGGAAACT 
TCTTCCCTGCCTTACCTTCCTTTCACTCCATTCATTGTCCTCTCTGTGTGCAACCTGAGCTG 
GGAAAGGCATTTGGATGCCTCTCTGTTGGGGCCTGGGGCTGCAGAACACACCTGCGTTTCAC 
TGGCCTTCATTAGGTGGCCCTAGGGAGATGGCTTTCTGCTTTGGATCACTGTTCCCTAGCAT 
GGGTCTTGGGTCTATTGGCATGTCCATGGCCTTCCCAATCAAGTCTCTTCAGGCCCTCAGTG 
AAGTTTGGCTAAAGGTTGGTGTAAAAATCAAGAGAAGCCTGGAAGACATCATGGATGCCATG 
GATTAGCTGTGCAACTGACCAGCTCCAGGTTTGATCAAACCAAAAGCAACATTTGTCATGTG 
GTCTGACCATGTGGAGATGTTTCTGGACTTGCTAGAGCCTGCTTAGCTGCATGTTTTGTAGT 
TACGATTTTTGGAATCCCACTTTGAGTGCTGAAAGTGTAAGGAAGCTTTCTTCTTACACCTT 

gggcttggatattgcccagagaagaaatttggctttttttttcttaatggacaagagacagt 

TGCTGTTCTCATGTTCCAAGTCTGAGAGCAACAGACCCTCATCATCTGTGCCTGGAAGAGTT 
CACTGTCATTGAGCAGCACAGGCTGAGTGCTGGCCTCTGTCAACCCTTATTCCACTGCCTTA 
TTTGACAAGGGGTTACATGCTGCTCACCTTACTGCCCTGGGATTAAATCAGTTACAGGCCAG 
AGTCTCCTTGGAGGGCCTGGAACTCTGAGTCCTCCTATGAACCTCTGTAGCCTAAATGAAAT 
TCTTAA7VATCACCGATGGAACCAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCTAGAGTCG 
ACCTGCAGTAGGGATAACAGGGTAATAAGCTTGGCCGCCATGG 



a s\\m 
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F IG URE 15 3 

></usr/seqdb2/sst/DNA/Dnaseqs v iain/ss.DNA50911 
xsubunit 1 of 1, 348 aa, 1 stop 
XMW: 39711, pi: 8.70, NX(S/T) : 1 

MAATLGPLGSWQQWRRCLSARDGSRMLLLLLLLGSGQGPQQVGAGQTFEYLKREHSLSKPYQ 

GVGTGSSSLWNLMGNAMVMTQYIR^ 

LHGDGIJVIWYTKDRMQPGPVFGNMDKFVC^ 

DHERDGRPTELGGCTAIVRNLHYDTFLVIRYVKRHLTIMMDIDGKHEWRDCIEVPGVRLPRG 
YYFGTSSITGDLSDNHDV1SLKLFELTVERTPEEEKLHRDVFLPSVDNMKLPEMTAPLPPLS 
GLAL FL I VFFSLVFS VTAI VI G 1 1 LYNKWQEQSRKRFY 
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FIGURE 1 54 

CCGAGCCGGGCGCGCAGCGACGGAGCTGGGGCCGGCCTGGGACCATGGGCGTGAGTGCAATC 
TACGGATCAGTCTCTGATGGTGGGTCGTTAACCTCAGTGGGGACTCCAAGATTTCCATGAAG 
AAAATCAGTTGTCTTCATTCAAGl^ATTGGGGTCTGGCTCAGAATTCCTGCAGCTGGTGAAAA 
TCTGTTTTCTAGAAGAGGTTTAATTAATGCCTGCAGTCTGACATGTTCCCGATTTGAGGTGA 
AAGCATGAAGAGAAAATAGAATACTTAATA&TSCTTTTCCGCAACCGCTTCTTGCTGCTGCT 
GGCCCTGGCTGCGCTGCTGGCCTTTGTGAGCCTCAGCCTGCAGTTCTTCCACCTGATCCCGG 
TGTCGACTCCTAAGAATGGAATGAGTAGCAAGAGTCGAAAGAGAATCATGCCCGACCCTGTG 
ACGGAGCCCCCTGTGACAGACCCCGTTTATGAAGCTCTTTTGTACTGCAACATCCCCAGTGT 
GGCCGAGCGCAGCATGGAAGGTCATGCCCCGCATCATTTTAAGCTGGTCTCAGTGCATGTGT 
TCATTCGCCACGGAGACAGGTACCCACTGTATGTCATTCCCAAAACAAAGCGACCAGAAATT 
GACTGGACTCTGGTGGCTAACAGGAAACCGTATCACCCAAAACTGGAAGCTTTCATTAGTCA 
CATGTCA7y\AGGATCCGGAGCCTCTTTCGAAAGCCCCTTGAACTCCTTGCCTCTTTACCGAA 
ATCACCCATTGTGTGAGATGGGAGAGCTCACAGA.GACAGGAGTTGTGCAGCATTTGCAGAAC 
GGTCAGCTGCTGAGGGATATCTATCTAAAGAAACACAAACTCCTGCCCAATGATTGGTCTGC 
AGACCAGCTCTATTTAGAGACCACTGGGAAAAGCCGGACCCTACAAAGTGGGCTGGCCTTGC 
TTTATGGCTTTCTCCCAGATTTTGACTGGAAGAAGATTTATTTCAGGCACCAGCCAAGTGCG 
CTGTTCTGCTCTGGAAGCTGCTATTGCCCGGTAAGAAACCAGTATCTGGAAAAGGAGCAGCG 

tcgtcagtacctcctacgtttgaaaaacagccagctgga6aagacctacggggagatggcca 
agatcgtggatgtccccaccaagcagcttagagctgccaaccccatagactccatgctctgc 
cacttctgccacaatgtcagctttccctgtaccagaaatggctgtgttgacatggagcactt 
caaggtaattaagacccatcagatcgaggatgaaagggaaagacgggagaagaaattgtact 
tcgggtattctctcctgggtgcccaccccatcctgaaccaaaccatcggccggatgcagcgt 

GCCACCGAGGGCAGGAAAGAAGAGCTCTTTGCCCTCTACTCTGCTCATGATGTCACTCTGTC 
ACCAGTTCTCAGTGCCTTGGGCCTTTCAGAAGCCAGGTTCCCAAGGTTTGCAGCCAGGTTGA 
TCTTTGAGCTTTGGCAAGACAGAGAAAAGCCCAGTGAACATTCCGTCCGGATTCTTTACAAT 
GGCGTCGATGTCACATTCCACACCTCTTTCTGCCAAGACCACCACAAGCGTTCTCCCAAGCC 
CATGTGGCCGCTTGAA/yVCTTGGTGCGCTTTGTGAAAAGGGACATGTTTGTAGCCCTGGGTG 
GCAGTGGTACAAATTATTATGATGC^TGTCACAGGGAAGGATTCTA^AAGGTATGCAGTACA 
GCAGTATAGAATCCATGCCAATACAGAGCATAGGGAAAGGTCCACTTCTAGTTTTGTCTGTT 
ACTAAGGGTAGTIAGATTATTGCTTTTTAAAGGCTT^AATATTGTTTGTGGGAACCACAGATGG 
TTGGGGTTGAACAGTAAGCACATTGCTGCAATGTGGTACGTGAATTGCTTGGTACAAAATGG 
CCAGTTCACAGAGGAATAGAAGGTACTTTATCATAGCCAGACTTCGCTTAGAATGCCAGAAT 
AATATAGTTCAAGACCTGAAGTTGCCAATCCAAGTTTGCACTCTTCTGGCCTGCCCCATGTT 
ACTATGTGATGGAACCAGCACACCTCAACCATyVATTTTTTTAATCTTAGACATTTTTACCTT 
GTCCTTGTTAAGAATTTCTTGAAGTGATTTATCTAAAATAAAGGTTGGCA7VACTTTTTCTGT 
AAAGGGCCAGATTGTAAATATTTCAGACTGTGTGGACCAAAAGGCCACATACAGTCTCTGTC 
ATAACTACTCAACTCTGTTTCTGAAGCAGGAAAGCCACCACAGACAGTACATAAAGGAATAT 
GTGTAGCTGGGTTCCCAGGCCAGACAAAACAGATGGTGACCAGACTTGGCCCCTGGGCTGTA 
GTTTGCTGACCCCTCATCTAAAAAATAGGCTATACTACAATTGCACTTCCAGCAGTTTGAGA 
ACGAGTTGAATACCAAGAATTATTCAATGGTTCCTCCAGTAACTTCTGCTAGAAACACAGAA 
TTTGGTCTGTATCTGACACTAGAACAAAACTTGAGGGTAAATAAACATTGAATTAGAATGAA 
TCATAGAAAACTGATTAGAAGAATACTTGATGTTTATGATGATTGTGGTACAAGATAGTTTT 
AAGTATGTTCTAAATATTTGTCTGGTGTAGTCTATTTGCTGTATATGCTGAAATTTTTGTAT 
GCCATTTAGTATTTTTATAGTTTAGGAAAATATTTTCTAAGACGAGTTTTAGATGACTCTTA 
TTCCTGTAGTAATATTCAATTTGCTGTACCTGCTTGGTGGTTAGAAGGAGGCTAGAAGATGA 
ATTCAGGCACTTTCTTCCAATAAAACTAATTATGGCTCATTCCCTTTGACAAGCTGTAGAAC 
TGGATTCATTTTTAAACCATTTTCATCAGTTTCAAATGGTAAATTCTGATTGATTTTTAAAT 
GCGTTTTTGGAAGAACTTTGCTATTAGGTAGTTTACAGATCTTTATAAGGTGTTTTATATAT 
TAGAAGCAATTATAATTACATCTGTGATTTCTGAACTAATGGTGCTAATTCAGAGAAATGGA 
AAGTGAAAGTGAGATTCTCTGTTGTCATCGGCATTCCAACTTTTTCTCTTTGTTTTTGTCCA 
GTGTTGCATTTGAATATGTCTGTTTGTATAAATAAATTTTTTAAGAATAA 
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></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA48329 
xsubuhit 1 of 1, 480 aa, 1 stop 
><MW: 55240, pi: 9. 30, NX (S/T) : 2 
MLFRNRF1.LLLALAALLA 

EALLYCNI PS VAERSMEGHAPHHFKLVSVHVFIRHGDRYPLYVI PKTKRPE I DCTLVANRKP 
YHPKLEAFI SHMSKGSGAS FESPLNSLPLYPNHPLCEMGELTQTGWQHLQNGQLLRDIYLK 
KHKLLPNDWSADQLYLETTGKSRTLQSGLMiLYGFLPDFDWKKIYFRHQPSALFCSGSCYCP 
VRNQYLEKEQRRQYLLRL^SQLEKTYGEMAKIVDVPTKQLRAANPIDSMLCHFCHNVSFPC 
TRNGCVDMEHFKVIKTHQIEDERERREKKLYFGYSLLGAHPILNQTIGRMQRATEGRKEELF 
ALYSAHDVTLSPVLSALGLSEARFPRFR7VRLIFELWQDREKPSEHSVRILYNGVDVTFHTSF 
CQDHHKRS PKPMCPLENLVRFVKRDMFVALGGSGTNYYDACHREGF 
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FIGURE 156 

AAAAAAGCTCACTAAAGTTTCTATTAGAGCGAATACGGTAGATTTCCATCCCCTTTTGAAGA 
ACAGTACTGTGGAGCTATTTAAGAGATAAAAACGAAATATCCTTTCTGGGAGTTCAAGATTG 
TGCAGTAATTGGTTAGGACTCTGAGCGCCGCTGTTCACCAATCGGGGAGAGAAAAGCGGAGA 
TCCTGCTCGCCTTGCACGCGCCTGAAGCACAAAGCAGATAGCTAGGiAATGAACCATCCCTGG 
GAGTATGTGGAAACAACGGAGGAGCTCTGACTTCCCAACTGTCCCATTCTATGGGCGAAGGA 

ACTGCTCCTGACTTCAGTGGTTAAGGGCAGAATTGAAAATAATTCTGGAGGAAGATAAGAAI 
J5ATTCCTGCGCGACTGCACCGGGACTACAAAGGGCTTGTCCTGCTGGGAATCCTCCTGGGGA 
CTCTGTGGGAGACCGGATGCACCCAGATACGCTATTCAGTTCCGGAAGAGCTGGAGAAAGGC 
TCTAGGGTGGGCGACATCTCCAGGGACCTGGGGCTGGAGCCCCGGGAGCTCGCGGAGCGCGG 
AGTCCGCATCATCCCCAfeAGGTAGGACGCAGCTTTTCGCCCTGAATCCGCGCAGCGGCAGCT 
TGGTCACGGCGGGCAGGATAGACCGGGAGGAGCTCTGTATGGGGGCCATCAAGTGTCAATTA 
AATCTAGACATTCTGATGGAGGATAAAGTGAAAATATATGGAGTAGAAGTAGAAGTAAGGGA 
CATTAACGACAATGCGCCTTACTTTCGTGAAAGTGAATTAGAAATAAAAATTAGTGAAAATG 
CAGCCACTGAGATGCGGTTCCCTCTACCCCACGCCTGGGATCCGGATATCGGGAAGAACTCT 
CTGCAGAGCTACGAGCTCAGCCCGAACACTCACTTCTCGCTCATCGTGCAAAATGGAGCGGA 
CGGTAGTAAGTACCCCGAATTGGTGCTGAAACGCGCCCTGGACCGCGAAGAAAAGGCTGCTC 
ACCACCTGGTCCTTACGGCCTCCGACGGGGGCGACCCGGTGCGCACAGGCACCGCGCGCATC 
CGCGTGATGGTTCTGGATGCGAACGACAACGCACCAGCGTTTGCTCAGCCCGAGTACCGCGC 
GAGCGTTCGGGAGAATCTGGCCTTGGGCACGCAGCTGCTTGTAGTCAACGCTACCGACCCTG 
ACGAAGGAGTCAATGCGGAAGTGAGGTATTCCTTCCGGTATGTGGACGACAAGGCGGCCCAA 
GTTTTCAAACTAGATTGTAATTCAGGGACAATATCAACAATAGGGGAGTTGGACCACGAGGA 
GTCAGGATTCTACCAGATGGAAGTGCAAGCAATGGATAATGCAGGATATTCTGCGCGAGCCA 
AAGTCCTGATCACTGTTCTGGAtGTGAACGACAATGCCCCAGAAGTGGTCCTCACCTCTCTC 
GCCAGCTCGGTTCCCGAAAACTCTCCCAGAGGGACATTAATTGCCCTTTTAAATGTA7VATGA 
CCAAGATTCTGAGGAAAACGGACAGGTGATCTGTTTCATCCAAGGAAATCTGCCCTTTAAAT 
TAGAAAAATC T TACGGAAAT TACTATAGT TTAGTCACAGACATAGTCT TGGATAGGGAACAG 
GTTCCTAGCTACAACATCACAGTGACCGCCACTGACCGGGGAACCCCGCCCCTATCCACGGA 
AACTCATATCTCGCTGAACGTGGCAGACACCAACGACAACCCGCCGGTCTTCCCTCAGGCCT 
CCTATTCCGCTTATATCCCAGAGAACAATCCCAGAGGAGTTTCCCTCGTCTCTGTGACCGCC 
CACGACCCCGACTGTGAAGAGAACGCCCAGATCACTTATTCCCTGGCTGAGAACACCATCCA 
AGGGGCAAGCCTATCGTCCTACGTGTCCATCAACTCCGACACTGGGGTACTGTATGCGCTGA 
GCTCCTTCGACTACGAGGAGTTCCGAGACTTGCAAGTGAAAGTGATGGCGCGGGACAACGGG 
CACCCGCCCCTCAGCAGCAACGTGTCGTTGAGCCTGTTCGTGCTGGACCAGAACGACAATGC 
GCCCGAGATCCTGTACCCCGCCCTCCCCACGGACGGTTCCACTGGCGTGGAGCTGGCTCCCC 
GCTCCGCAGAGCCCGGCTACCTGGTGACCAAGGTGGTGGCGGTGGACAGAGACTCCGGCCAG 
AACGCCTGGCTGTCCTACCGTCTGCTCAAGGCCAGCGAGCCGGGACTCTTCTCGGTGGGTCT 
GCACACGGGCGAGGTGCGCACGGCGCGAGCCCTGCTGGACAGAGACGCGCTCAAGCAGAGCC 
TCGTAGTGGCCGTCCAGGACCACGGCCAGCCCCCTGTCTCCGCCACTGTCACGCTCACCGTG 
GCCGTGGCCGACAGCATCCCCCAAGTCCTGGCGGACCTCGGCAGCCTCGAGTCTCCAGCTAA 
CTCTGAAACCTCAGACCTCACTCTGTACCTGGTGGTAGCGGTGGCCGCGGTCTCCTGCGTCT 
TCCTGGCCTTCGTCATCTTGCTGCTGGCGCTCAGGCTGCGGCGGTGGCACAAGTCACGCCTG 
CTGCAGGCTTCAGGAGGCGGCtTGACAGGAGCGCCGGCGTCGCACTTTGTGGGCGTGGACGG 
GGTGCAGGCTTTCCTGCAGACCTATTCCCACGAGGTTTCCCTCACCACGGACTCGCGGAAGA 
GTCACCTGATCTTCCCCCAGCCCAACTATGCAGACATGCTCGTCAGCCAGGAGAGCTTTGAA 
AAAAGCGAGCCCCTTTTGCTGTCAGGTGATTCGGTATTTTCTAAAGACAGTCATGGGTTAAT 
TGAGGTGAGTTTATATCAAATCTTCTTTCTTTTTTTTTTTAATTGCTCTGTCTCCCAAGCTG 
GAGTGCAGCGGTACGATCATAGCTCACTGCGGCCTCAAACTCCTAGGCTCAAGCAATTATCC 
CACCTTTGCCTCCGGTGTAACAGGGACTACAGGTGCAAGCCACCTACTGTCTGCCTATCTAT 
CTATCTATCTATCTATCTATCTATCTATCTATCTATCTATCTATTACTTTCTTGTACAGACG 
GGAGTCTCACGCCTGTAATCCCAGTACTTTGGGAGGCCGAGGCGGGTGGATCACCTGAGGTT 
GGGAGTTTGAGACCAGCC1GACCAAGATGGAGAAACCCCGTCTATACTAAAAAAATACAAAA 
TTAGCCGGGCGTGGTGGTGCATGTCTGTAATCCCAGCTACTTGGGAGGCTGAGTCAGGAGAA 
TTGCTTTAACCTGGGAGGTGGAGGTTGCAATGAGCTGAGATTGTGCCATTGCACTCCAGCCT 
GGGCAACAAGAGTGAAACTCTATCTCA 



WO 99/46281 PCT/USWOSKS 

FlfiURE 157 

></usr/seqdb2/sst/DNA/Dnaseqs .min/ss • DNA48306 

xsubunit 1 of 1, 916 aa, 1 stop 
><MW: 100204, pi: 4.92, NX(S/T): 4 

MIPARLHRDYKGLVLLGILLGTLWETGCTQIRYSVPEELEKGSRVGDISRDLGLEPRELAER 
GVRI I PRGRTQLFALNPRSGSLVTAGRIDREELCMGAIKCQLNLDILMEDKVKI YGVEVEVR 
DINDNAPYFRESELEIKISENAATEMRFPLPHAWDPDIGKNSLQSYELSPNTHFSLIVQNGA 
DGSKYPELVLKRALDREEKAAHHLVLTASDGGDPVRTGTARIRVMVLDANDNAPAFAQPEYR 
ASVPENIJVLGTQLLVWATDPDEGVN^ 

ESGFYQMEVQAMDNAGYSARAKVLITVLDWDNAPEVVLTSLASSVPENSPRGTL^ 

DQDSEENGQVICFIQGNLPFKLEKSYGNYYSLVTDIVLDREQVPSYNITVTATDRGTPPLST 

ETHISLNVADTNDNPPVFPQASYSAYIPENNPRGVSLVSVTAHDPDCEENAQITYSL 

QGASLSSWSINSDTGVLYALSSFDYEQFRDLQVKVMARDNGHPPLSSNVSLSLFVLDQNDN 

APEILYPALPTDGSTGVELAPRSAEPGYLVTKVVAVDRDSGQNAWLSYRLLKASEPGLFSV^ 

LHTGEVRTARALLDRDALKQSLVVAVQDHGQPPLSATVTLTVAVADSIPQVLADLGSLESPA 

NSETSDLTLYLVVAVAAVSCVFLAFVILLLALRLRRWHKSRLLQASGGGLT 

GVQAFLQTYSHEVSLTTDSRKSHLIFPQPNYADMLVSQESFEKSEPLLLSGDSVFSKDSHGL 

IEVSLYQIFFLFFFNCSVSQAGVQRYDHSSLRPQTPRLKQLSHLCLRCNRDYRCKPPTVCLS 

IYLSIYLSIYLSIYLLLSCTDGSLTPVIPVLWEAEAGGSPEVGSLRPA 



WO 99/46281 PCT/US99/05028 

FIGURE 1 58 

CCCAGGCTCTAGTGCAGGAGGAG^GGAGGAGGAGCAGGAGGTGGAGATTCCCAGTTAAAAG 

GCTCCAGAATCGTGTACCAGGCAGAGAACTGAAGTACTGGGGCCTCCTCCACTGGGTCCGAA 

TCTVGTAGGTGACCCCGCCCCTGGATTCTGGAAGACCTCACC^TGGGACGCCCCCGACCTCGT , 

GCGGCCAAGACGTGGATGTTCCTGCTCTTGCTGGGGGGAGCCTGGGCAGGACACTCCAGGGC 

ACAGGAGGACAAGGTGCTGGGGGGTC7VTGAGTGCCAACCCCATTCGCAGCCTTGGCAGGCGG 

CCTTGTTCCAGGGCCAGCAACTACTCTGTGGCGGTGTCCTTGTAGGTGGCAACTGGGTCCTT 

ACAGCTGCCCACTGTAAAAAACCGAAATACACAGTACGCCTGGGAGACCACAGCCTACAGAA 

TA7UIGATGGCCCAGAGCAAGAAATACCTGTGGTTCAGTC(^TCCCACACCCCTGCTAC^ACA 

GCAGCGATGTGGAGGACCACAACCATGATCTGATGCTTCTTCAACTGCGTGACCAGGCATCC 

CTGGGGTCCAAAGTGAAGCCCATCAGCCTGGCAGATCATTGCACCCAGCCTGGCCAGAAGTG 

CACCGTCTCAGGCTGGGGCACTGTCACCAGTCCCCGAGAGAATTTTCCTGACACTCTCAACT 

GTGCAGAAGTAAAAATCTTTCGCCAGAAGAAGTGTGAGGATGCTTACCCGGGGCAGATGACA 

GATGGCATGGTCTGTGCAGGCAGCAGCAAAGGGGCTGACACGTGCCAGGGCGATTCTGGAGG 

CCCCCTGGTGTGTGATGGTGCAGTCCAGGGCATCACATCCTGGGGCTCAGACCCCTGTGGGA 

GGTCCGACAAACCTGGCGTCTATACCAACATCTGCCGCTACCTGGACTGGATCAAGAAGATC 

ATAGGC^GCAAGGGCTGATTCTAGGATAAGCACTAGATCTCCCTTAATAAACTC^CAACTCT 

CTGGTTC 
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FIGURE 159 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA48336 
<subunit 1 of 1, 260 aa, 1 stop 
<MW: 28048, pi: 7 . 87, NX (S/T) : 1 

MGRPRPRAAKTWMFLLLLGGAWAGHSRAQEDKVLGGHECQPHSQPWQAMiFQGQQLLCGG^ 
VGGNWVLTAAHCKKPKYTVRLGDHSLQNKDGPEQE I PVVQS I PHPCYNSSDVEDHNHDLMLL 
QLRDQASLGSKVKPISLADHCTQPGQKCTVSG 

AYPGQITDGMVCAGSSKGADTCQGDSGGPLVGIXjALQGITSWGSDPCGRSDKPGVYTNICRY 
LDWIKKIIGSKG 



Important Features: 
Signal peptide: 
amino acids 1-23 

Transmembrane domain: 
amino acids 51-71 

N-glycosylation site, 
amino acids 110-113 

Serine proteases, trypsin family, histidine active site, 
amino acids 69-74 and 207-217 



Tyrosine kinase phosphorylation site. 



amino acids 182-188 



Kringle domain proteins motif 
amino acids 205-217 




WOW/46281 PCT/US99/05028 

FIGURE 160 

ggcgccggtgcaccgggcgggctgagcgcctcctgcggcccggcctgggcgccccggcgcgc 
cgcgccgcccacgccccaaccccggcccgcgccccctagcccccgcccgggcccgcgcccgc 
gcccgcgcccaggtgagcgctccgcccgccgcgaggccccgccccggcccgcccccgccccg 
ccccegccggcgggggaaccgggcggattcctcgcgcgtcaaaccacctgatcccataaaac 
attcatcctcccggcggcccgcgctgcgagcgccccgccagtccgcgccgccgccgccctcg 
ccctgtgcgccctgcgcgccctgcgcacccgcggcccgagcccagccagagccgggcggagc 
ggagcgcgccgagcctcgtcccgcggccgggccggggccgggccgtagcggcggcgcctgga 
tgcggacccggccgcggggagacgggcgcccgccccgaaacgactttcagtccccgacgcgc 
gccgcccaacccctacgm£zaagagggcgtccgctggagggagccggctgctggcatgggtg 
ctgtggctgcaggcctdgcaggtggcagccccatgcccaggtgcctgcgtatgctacaatga 
gcccaaggtgacgacaagctgcccccagcagggcctgcaggctgtgcccgtgggcatccctg 
ctgccagccagcgcatcttcctgcacggcaaccgcatctcgcatgtgccagctgccagcttc 
cgtgcctgccgcaacctcaccatcctgtggctgcactcgaatgtgctggcccgaattgatgc 
ggctgccttcactggcctggccctcctggagcagctggacctcagcgataatgcacagctcc 
ggtctgtggaccctgccacattccacggcctgggccgcctacacacgctgcacctggaccgc 
tgcggcctgcaggagctgggcccggggctgttccgcggcctggctgccctgcagtacctcta 
cctgcaggacaacgcgctgcagggactgcctgXtgacagcttccgcgacctgggcaacctcia 
cacacctcttcctgcacggcaaccgcatctccagcgtgcccgagcgcgccttccgtgggctg 
cacagcctcgaccgtctcctactgcaccagaaccgcgtggcccatgtgcacccgcatgcctt 
ccgtgaccttggccgcctcatgacactctatctgtttgccaacaatctatcagcgctgccca 
ctgaggccctggcccccctgcgtgccctgcagtacctgaggctcaacgacaacccctgggtg 

TGTGACTGCCGGGCACGCCCACTGTGGGCCTGGCTGCAGAAGTTCCGCGGCTCCTCCTCCGA 
GGTGCCCTGCAGCCTCCCGCAACGCCTGGCTGGCCGTGACGTCAAACGCCTAGCTGCCAATG 
ACCrGCAGGGCTGCGCTGTGGCCACCGGCCCTTACCATCCGATCTGGACCGGCAGGGCCACC 
GATGAGGAGCCGCTGGGGCTTCCCAAGTGCTGCCAGCCAGATGCCGCTGACAAGGCCTCAGT 
ACTGGAGCCTGGAAGACCAGCTTGGGCAGGCAATGCGCTGAAGGGACGCGTGCCGCCCGGTG 
ACAGCCCGCCGGGCAACGGCTCTGGCCCACGGCACATCAATGACTCACCCTTTGGGACTCTG 
CCTGGCTCTGCTGAGCCCCCGCTCACTGCAGTGCGGCCCGAGGGCTCCGAGCCACCAGGiGTT 
CCCCACCTCGGGCCCTCGCCGGAGGCCAGGCTGTTCACGCAAGAACCGCACCCGCAGCCACT 
GCCGTCTGGGCCAGGCAGGCAGCGGGGGTGGCGGGACTGGTGACTCAGAAGGCTCAGGTGCC 
CTACCCAGCCTCACCTGCAGCCTCACCCCCCTGGGCCTGGCGCTGGTGCTGTGGACAGTGCT 
TGGGCCCTGCTJ5&CCCCCAGCGGACACAAGAGCGTGCTCAGCAGCCAGGTGTGTGTACATAC 
GGGGTCTCTCTCCACGCCGCCAAGCCAGCCGGGCGGCCGACCCGTGGGGCAGGCCAGGCCAG 
GTCCTCCCTGATGGACGCCTGCCGCCCGCCACCCCCATCTCCACCCCATCATGTTTACAGGG 
TTCGGCGGCAGCGTTTGTTCCAGAACGCCGCCTCCCACCCAGATCGCGGTATATAGAGATAT 
GCATTTTATTTTACTTGTGTATUVAATATCGGACGACGTGGAATAAAGAGCTCTTTTCTTAAA 
AAAA 
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FIGURE 161 



></usr/seqdb2/sst/DNA/Dnaseqs .min/ss .DNA44184 
Xsubunit 1 of 1, 473 aa, 1 stop 
><MW: 50708, pi: 9.28, NX(S/T): 6 
MKRASAGGSRLLAWVLWLQAWQVAAPCPGACVCYNEPKV^ 

FLHGNR I S HVPAAS FRAC RNLT I LWLHSNVLARI DAAAFTGLALLEQLDLSDNAQLRS VDPA 
TFHGLGRLHTLHLDRCGLQELGPGLFRGLAALQYLYLQDNALQALPDDTFRDLGNLTHLFLH 
GNRISSVPERAFRGLHSLDRLLLHQNRVAHVHPHAE^^ 

LRALQYLRLNDNPV^GDCRARPLWAWLQKFRGSSSEVPCSLPQRIAGRDLKRLAANDLQ(?(^ 



VATGPYHPIWTGRATDEEPLGLPKCCQPDA7U)KASVLEPGRPASAGNALKGRVPPGDSPPGN 
GSGPRHINDSPFGTLPGSAEPPLTAVRPEGSEPPGFPTSGPRRRPGCSRKNRTRSHCRLGQA 
GSGGGGTGDSEGSGALPSLTCSLTPLGLALVLWTVLGPC 

Important features: 
Signal peptide: 
amino acids 1-26 

Leucine zipper pattern, 
amino acids 135-156 

Glycosaminoglycan attachment site, 
amino acids 436-439 



N-glycosylation site. 



amino acids 82-85, 179-183, 237-240, 372-375 and 423-426 



VWFC domain 



amino acids 411-425 
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FIGURE 162 

GGAAGTCCACGGGGAGCTTGGATGCCAAAGGGAGGAeGGCTGGGTCCTCTGGAGAGGACTAC 
TCACTGGCATATTTCTGAGGTATCTGTAGAATAACCACAGCCTCAGATACTGGGGACTTTAC 
AGTCCCACAGAACCGTCCTCCCAGGAAGCTGAATCCAGCAAGAACAAS6GAGGCCAGCGGGA 
AGCTCATTTGCAGACAAAGGCAAGTCCTTTTTTCCTTTCTCCTTTTGGGCTTATCTCTGGCG 
GGCGCGGCGGAACCTAGAAGCTATTCTGTGGTGGAGGAAACTGAGGGCAGCTCCTTTGTCAC 
CAATTTAGCAAAGGACCTGGGTCTGGAGCAGAGGGAATTCTCCAGGCGGGGGGTTAGGGTTG 
TTTCCAGAGGGAACAAACTACATTTGCAGCTCAATCAGGAGACCGCGGATTTGTTGCTAAAT 
GAGAAATTGGACCGTGAGGATCTGTGCGGTCACACAGAGCCGTGTGTGCTACGTTTCCAAGT 
GTTGCTAGAGAGTCCCTTCGAGTTTTTTCAAGCTGAGCTGCAAGTAATAGACATAAACGACC 
ACTCTCCAGTATTTCTGdACAAACAAATGTTGGTGAAAGTATCAGAGAGCAGTCCTCCTGGG 
ACTACGTTTCCTCTGAAGAATGCCGAAGACTTAGATGTAGGCO\AAACAATATTGAGAACTA 
TATAATGAGCCCCAACTCCTATTTTCGGGTCCTCACCCGCAAACGCAGTGATGGCAGGAAAT 
ACCCAGAGCTGGTGCTGGACAAAGCGCTGGACGGAGAGGAAGAAGCTGAGCTCAGGTTAACA 
CTCACAGCACTGGATGGTGGCTCXCCGCCCAGATCTGGCACTGCTCAGGTCTACATCGAAGT 
CCTGGATGTCAACGATAATGCCCCTGAATTTGAGCAGCCTTTCTATAGAGTGCAGATCTCTG 
AGGACAGTCCGGTAGGCTTCCTGGTTGTGAAGGTCTCTGGCACGGATGTAGACACAGGAGTC 
AACGGAGAGATTTCCTATTCACTTTTCCAAGCtTCAGAAGAGATTGGCAAT^ACCTTTAAGAT 
CAATCCCTTGACAGGAGAAATTGAACTAAAAAAACAACTGGATTTCGAAAAACTTCAGTCCT 
ATGAAGTCAATATTGAGGCAAGAGATGCTGGAACCTTTTCTGGAAAATGCACCGTTCTGATT 
CAAGTGATAGATGTGAACGACCATGCCCCAGAAGTTACCATGTCTGCATTTACCAGCCCAAT 
ACCTGAGAACGCGCCTGAAACTGTGGTTGCACTTTTCAGTGTTTCAGATCTTGATTCAGGAG 
AAAATGGGAAAATTAGTTGCTCCATTCAGGAGGATCTACCCTTCCTCCTGAAATCCGCGGAA 
AAC T T T T ACAC CG T AC TAAC GGAGAGACC AC TAGACAGAGAAAGCAGAGCGGAAT ACAACAT 
CACTATCACTGTCACTGACTTGGGGACCCCTATGCTGATAACACAGCTCAATATGACCGTGC 
TGATCGCCGATGTCAATGACAACGCTCCCGCCTTCACCCAAACCTCCTACACCCTGTTCGTC 
CGCGAGAACAACAGCCCCGCCCTGCACATCCGCAGCGTCAGCGCTACAGACAGAGACTCAGG 
CACCAACGCCCAGGTCACCTACTCGCTGCTGCCGCCCCAGGACCCGCACCTGCCCCTCACAT 
CCCTGGTCTCCATCAACGCGGACAACGGCCACCTGTTCGCCCTCAGGTCTCTGGACTACGAG 
GCCCTGCAGGGGTTCCAGTTCCGCGTGGGCGCTTCAGACCACGGCTCCCCGGCGCTGAGCAG 
CGAGGCGCTGGTGCGCGTGGTGGTGCTGGACGCCAACGACAACTCGCCCTTCGTGCTGTACC 
CGCTGCAGAACGGCTCCGCGCCCTGCACCGAGCTGGTGCCCCGGGCGGCCGAGCCGGGCTAC 
CTGGTGACCAAGGTGGTGGCGGTGGACGGCGACTCGGGCCAGAACGCCTGGCTGTCGTACCA 
GCTGCTCAAGGCCACGGAGCTCGGTCTGTTCGGCGTGTGGGCGGACAATGGCGAGGTGCGCA 
CCGCCAGGCTGCTGAGCGAGCGCGACGCGGCCAAGCACAGGCTGGTGGTGCTGGTCAAGGAC 
AATGGCGAGCCTCCGCGCTCGGCCACCGCCACGCTGCACGTGCTCCTGGTGGACGGCTTCTC 
CCAGCCCTACCTGCCTCTCCCGGAGGCGGCCCCGACCCAGGCCCAGGCCGACTTGCTCACCG 
TCTACCTGGTGGTGGGGTTGGCCTCGGTGTCTTCGCTCTTCCTCTTTTCGGTGCTCCTGTTC 
GTGGCGGTGCGGCTGTGTAGGAGGAGCAGGGCGGGCTCGGTGGGTCGCTGCTTGGTGCCCGA 
GGGCCCCCTTCCAGGGCATCTTGTGGACATGAGCGGCACCAGGACCCTATCCCAGAGCTACC 
AGTATGAGGTGTGTCTGGCAGGAGGCTCAGGGACCAATGAGTTCAAGTTCCTGAAGCCGATT 
ATCCCCAACTTCCCTCCCCAGTGCCCTGGGAAAGAAATACAAGGAAATTCTACCTTCCCCAA 
TAACTTTGGGTTCAATATTCAG TGA CCATAGTTGACTTTTACATTCCATAGGTATTTTATTT 
TGTGGCATTTCCATGCCAATGTTTATTTCCCCCAATTTGTGTGTATGTAATATTGTACGGAT 
TTACTCTTGATTTTTCTCATGTTCTTTCTCCCTTTGTTTTAAAGTGAAGATTTACCTTTATT 
CCTGGTTCTT 



WO 99/46281 PCT/US99/05028 

FIGURE 1 S3 

</usr/seqdb2/sst/DNA/Dnaseqs.iain/ss*DNA48314 
<subunit 1 of 1, 798 aa, 1 stop 
<MW: 87552, pi: 4.84, NX(S/T): 5 

MEASGKLICRQRQVLFS FLLLGLSIAGJU^PRSYSVVEETEGSSFVTNLAKDLGLEQElEi'SR 
RGVRWSRGNKLHLQLNQETADLLLNEKLDREDLCGHTEPCVLRFQVLLESPFEFFQAELQV 
I D I NDH S PVFLDKQMLVKVS ES S PPGTT FPLKNAEDLDVGQNNIENY 1 1 S PNS YFRVLTRKR 

SDGRKYPELVLDKALDREEEAELRLTLTALDGGSPPRSGTAQVYIEVLDVNDNAPEFEQPFY 
RVQISEDSPVGFLVVKVSATDVDTG 

EKLQSYEVNIEARDAGTFSGKCTVLIQVIDVNDHA^ 

DLDSGENGKISCSIQEDLPFLLKSAENFYTLLTERPLDRESRAEYNITITVTDLGTPMLITQ 
LNMTVLIADVNDNAPAFTQTSYTLFVRENNSPALHIRSVSATDRDSGTNAQVTYSLLPPQDP 
HLPLT S LVS I NADNGHL FALRS LDYEALQGFQFRVGAS DHGS PALS SEALVRVWLDANDNS 

PFVLYPLQNGSAPCTELVPRAAEPGYLVTKVVAVDGDSGQNAWLSYQLLKATELGLFGVWAH 
NGEVRTARLLSERDAAKHRLVVLVKDNGEPPRSATATLHVLLVDGFSQPYLPLPEAAPTQAQ 
ADLLTVYLWALASVSSLFLFSVLLFVAVRLCRRSRAASVGRCLVPEGPLPGHLVDMSGTRT 
LSQSYQYEVCLAGGSGTNEFKFLKPIIPNFPPQCPGKEIQGNSTFPNNFGFNIQ 

Important features: , 
Signal peptide: 
aitiino acids 1-26 

Transmembrane domain: # 
amino acids 685-712 

Cadherins extracellular repeated domain signature. 

amino acids 122-132, 231-241, 336-346, 439-449 and 549-559 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 285-292 

N-glycosylation site. 

amino acids 418-421, 436-439, 567-570 and 786-789 



WO 99/46281 PCT/US99/05028 

FIGURE 164 

ACCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCGCGTAGCCGTGC 
GCCGATTGCCTCTCGGCCTGGGCAATSGTCGCGGCTGCCGGTCGACGACCGCCCCGCGTCAT 
GCGGCTCCTCGGCTGGTGGCAAGTATTGCTGTGGGTGCTGGGACTTCCCGTCCGCGGCGTGG 
AGGTTGCAGAGGAAAGTGGTCQCTTATGGTCAGAGGAGCAGCCTGCTCACCCTCTCCAGGTG 
GGGGCTGTGTACCTGGGTGAGGAGGAGCTCCTGCATGACCCGATGGGCCAGGACAGGGCAGC 
AGAAGAGGCCAATGCGGTGCTGGGGCTGGACACCCAAGGCGATCACATGGTGATGCTGTCTG 
TGATTCCTGGGGAAGCTGAGGACAAAGTGAGTTCAGAGCCTAGCGGCGTCACCTGTGGTGCT 
GGAGGAGCGGAGGACTCAAGGTGCAACGTCCGAGAGAGCCTTTTCTCTCTGGATGGCGCTGG 
AGCACACTTCCCTGACAGAGAAGAGGAGTATTACACAGAGCCAGAAGTGGCGGAATCTGACG 
CAGCCCCGACAGAGGACTCCAATAACACTGAAAGTCTGAAATCCCCAAAGGTGAACTGTGAG 
GAGAGAAACATTACAGGATTAGAAAATTTCACTCTGiAAAATTTTAAATATGTCACAGGACCT 
TATGGATTTTCTGAACCCAAACGGTAGTGACTGTACTCT^GTCCTGTTTTACACCCCGTGGT 
GCCGCTTTTCTGCCAGTTTGGCCCCTCACTTTAACTCTCTGCCCCGGGCATTTCCAGCTCTT 
CACTTTTTGGCACTGGATGCATCTCAGCACAGCAGCCTTTCTACCAGGTTTGGCACGGTAGC 
TGTTCCTAATATTTTATTATTTQAAGGAGCTAAACCAATGGCCAGATTTAATCATACAGATC 
GAACACTGGJUYACACTGAAAATCTTCATTTTTAATCA 

GTGGTGGTAACTCAAGCCGACCAAATAGGCCCTCTTCCCAGCACTTTGATAAAAAGTGTGGA 
CTGGTTGGTTGTATTTTCCTTATTCTTTTTAATTAGTTTTATTATGTATGCTACCATTCGAA 
CTGAGAGTATTCGGTGGCTAATTCCAGGACAAGAGCAGGAACATGTGGAGSaSTGATGGTCT 
GAAAGAAGTTGGAAAGAGGAACTTCAATCCTTCGTTTCAGAAATTAGTGCTACAGTTTCATA 
CATTTTCTCCAGTGACGTGTTGACTTGAAACTTCAGGCAGATTAAAAGAATCATTTGTTGAA 
CAACTGAATGTATAAAAAAATTATAAACTGGTGTTTTAACTAGTATTGCAATAAGCAAATGC 
AAAAATATTCAATAG 



J 66 \£& 
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FIGURE 165 

></usr/seqdb2/sst/DMA/Dnaseqs.min/ss .DNA48333 
xsubunit 1 of 1, 360 aa, 1 stop 
><MW: 39885, pi: 4.79, NX(S/T): 7 
MVPAAGRRPPRVMRLLGWWQVLLWVLGLPVRGVEVAEESG 

ELLHDPMGQDRAMEANAVLGLDTQGDHMVMLSVIPGEAEDKVSSEPSGVTCGAGGAEDSRC 
NVRE S L FS LDGAGAH FP DRE EEYYTE PEVAES DAAP TEDS NNTE S LKS PKVNCEERNI TGLE 
NFTLKILNMSQDI^DFLNPNGSDCTLVLFYTPWCRFSASLAPHFNSLPRAFPALHF 
QHSSLSTRFGTVAVPNILLFQGAKPMARF*TOTDRTLET^^ 
IGPLPSTLIKSVDWLLVFSLFFLISFIMYATIRTESIRWLIPGQEQEHVE 

Important features: 
Signal peptide: 

amino acids 1-25 

Transmembrane domain: 
amino acids 321-340 

Homologous region to dilsufxde isomerase 
amino acids 212-302 

N-glycosylation site. 

amino acids 165-168, 181-184, 187-190, 194-197, 206-209, 278-281 
and 293-296 

Thioredoxin domain 

amino acids 211-227 



WO 99/46281 



PCT/US99/05028 



FIGU RE 16 6 



CCCGGCTCCGCTCCCTCTGCCCCCTCGGGGTCGCGCGCCCAGG&ISCTGCAGGGCCCTGGCT 

CGCTGCTGCTGCTCTTCCTCGCCTCGCACTGCTGCCTGGGCTCGGCGCGCGGGCTCTTCCTC 

TTTGGCCAGCCCGACTTCTCCTAC^GCGCAGC^TTGCAAGCCCATCCCGGTCAACCTGCA 

GCTGTGCCACGGCATCGAATACCAGAACATGCGGCTGCCCAACCTGCTGGGCGACGAGACCA 

TGAAGGAGGTGCTGGAGCAGGCCGGCGCTTGGATCCCGCTGGTCATGAAGCAGTGCCACCCG 

GACACCAAGAAGTTCCTGTGCTCGCTCTTCGCCCCCGTCTGCCTCGATGACCTAGACGAGAC 

CATCCAGCCATGCCACTCGCTCTGCGTGCAGGTGAAGGACCGCTGCGCCCCGGTCATGTCCG 

CCTTCGGCTTCCCCTGGCCCGACATGCTTGAGTGCGACCGTTTCCCCCAGGACAACGACCTT 

TGCATCCCCCTCGCTAGCAGCGACCACCTCCTGCCAGCCACCGAGGAAGCTCCA7VAGGTATG 

TGAAGCCTGCAA7y\ATAAAAATGATGATGACAACGAC7VTAATGGAAACGCTTTGTA 

ATTTTGCACTGAAAATAAAAGTGAAGGAGATAACCTAGATCAACCGAGATACC^AATCATC 



ctggagaccaagagcaagaccatttacaagctgaacggtgtgtccgaaagggacctgaagaa 
atcggtgctgtggctcaaagacagcttgcagtgcacctgtgaggagatgj^acgacatcaacg 
cgccctatctggtcatgggacagaaacagggtggggagctggtgatcacctcggtgaagcgg 
tggcagaaggggcagagagAgttpaagcgcatctcccgcagcatccgcaagctgcagtgc^ 

iSTCCCGGCATCCTGATGGCTCCGACAGGCCTGCTCCAGAGCACGGCTGACCATTTCTGCTCC 
GGGATCTCAGCTCCCGTTCCCCAAGCACACTCCTAGCTGCTCCAGTCTCAGCCTGGGCAGCT 
TCGCCCTGCCTTTTGCACGTTTGCATCCCCAGCATTTCCTGAGTTATAAGGCCACAGGAGTG 
GATAGCTGTTTTCACCTAAAGGAAAAGCCC7VCCCGAATCTTGTAGAAATATTCAAACTAATA 
AAAT CAT GAAT AT T T TAA 
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FlftllRE 167 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50920 

xsubunit 1 of 1, 295 aa, 1 stop 
><MW: 33518, pi: 7.74, NX(S/T): 0 

MLQGPGSLLLLFLASHCCLGSARGLFLFGQPDFSYKRSNCKPIPVNLQLCHGIEYQNMRLPN 
LLGHETMKEVLEQAGAW I PLVMKQCHPDTKKFLCSLFAPVCLDDLDET I QPCHSLCVQVKDR 
CAPVMSAFG FPW PDMLEC DRFPQDNDLC I PLAS S DHLLPATEEAPKVCEACKNKNDDDNDIM 
ETLCKNDFALKIKVKEITYINRDTKIILETKSKTIYKLNGVSERDLKKSVLWLKDSLQ^ 



EMNDINAPYLVMGQKQGGELVI T S VKRWQKGQRE FKRI SRS IRKLQC 



Important features: 
Signal peptide : 



amino acids 1-20 



Cysteine rich domain, homolgous to frizzled N terminus 
amino acids 6-153 




WO 99/46281 



PCTAJS99/05028 



FIGURE 1 68 

GTGGAGGCCGCCGACGATSGCGGGGCCGACGGAGGCCGAGACGGGGTTGGCCGAGCCCCGGG 
CCCTGTGCGCGCAGCGGGGCCACCGCACCTACGCGCGCCGCTGGGTGTTCCTGCTCGCGATC 
AGCCTGCTCAACTGCTCCAACGCCACGCTGTGGCTCAGGTTTGCACCTGTGGCTGAGGTCAT 
TGCTGAGGACTTGGTCCTGTCCATGGAGCAGATCAACTGGCTGTCACTGGTCTACCTGGTGG 
TATCCACCCCATTTGGCGTGGCGGCCATCTGGATCCTGGACTCCGTCGGGCTCCGTGCGGCG 
ACCATCCTGGGTGCGTGGCTGAACTTTGCCGGGAGTGTGCTACGCATGGTGCCCTGCATGGT 
TGTTGGGACCCAAAACCCATTTGCCTTCCTCATGGGTGGCCAGAGCCTCTGTGCCCTTGCCC 
AGAGCCTGGTCATCTTCTCTCCAGCCAAGCTGGCTGCCTTGTGGTTCCCAGAGCACCAGCGA 
GCCACGGCCAACATGCTCGCCACCATGTCGAACCCTCTGGGCGTCCTTGTGGCCAATGTGCT 
GTCCCCTGTGCTGGTCAAGAAGGGTGAGGACATTCCGTTAATGCTCGGTGTCTATACCATCC 
CTGCTGGCGTCGTCTGCCTGCTGTCCACCATCTGCCTGTGGGAGAGTGTGCCCCCCACCCCG 
CCCTCTGCCGGGGCTGCCAGCTCCACCTCAGAG7VAGTTCCXGGATGGGCTCAAGCTGCAGCT 
CATGTGGAACAAGGCCTATGTCATCCTGGCTGTGTGCTTGGGGGGAATGATCGGGATCTCTG 
CCAGCTTCTCAGCCCTCCTGGAGCAGATCCTCTGTGCAAGCGGCCACTCCAGTGGGTTTTCG 
GGCCTCTGTGGCGCTCTCTTCAT.CACGTTTGGGATCCTGGGGGCACTGGCTCTCGGCCCCTA 
TGTGGACCGGACCAAGCACTTCACTGAGGCCACCAAGATTGGCCTGTGCCTGTTCTCTCTGG 
CCTGCGTGCCCTTTGCCCTGGTGTCCCAGCTGCAGGGAGAGACCCTTGCCCTGGCTGCCACC 
TGCTCGCTGCTCGGGCTGTTTGGCTTCTCGGTGGGCCCCGTGGCCATGGAGTTGGCGGTCGA 
GTGTTCCTTCCCCGTGGGGGAGGGGGCTGCCACAGGCATGATCTTTGTGCTGGGGCAGGCCG 
AGGGAATACTCATCATGCTGGCAATGACGGCACTGACTGTGCGACGCTCGGAGCCGTCCTTG 
TCCACCTGCCAGCAGGGGGAGGATCCACTTGACTGGACAGTGTCTCTGCTGCTGATGGCCGG 
CCTGTGCACCTTCTTCAGGTGCATCCTGGCGGTCTTCTTCCACACCCCATACCGGCGCCTGC 
AGGCCGAGTCTGGGGAGCCCCCGTCCACCCGTAACGCCGTGGGCGGCGCAGACTCAGGGCCG 
GGTGTGGACCGAGGGGGAGCAGGAAGGGCTGGGGTCCTGGGGCCCAGCACGGCGACTCCGGA 
GTGCACGGCGAGGGGGGCCTCGCTAGAGGACCCCAGAGGGCCCGGGAGCCCCCACCCAGCCT 
GCCACCGAGCGACTCCCCGTGCGCAAGGCCCAGCAGCCACCGACGCGCCCTCCCGCCCCGGC 
AGACTCGCAGGCAGGGTCCAAGCGTCCAGGTTTATTGACCCGGCTGGGTCTCACTCCTCCTT 
CTCCTCCCCGTGGGTGATCACGlfisSCTGAGCGCCTTGTAGTCCAGGTTGGCCGCCACATCGA 
TGGAGGCGAACTGGAACATCTGGTCCACCTGCGGGCGGGGGCGAAAGGGCTCCTTGCGGGCT 
CCGGGAGCGAATTAGAAGCGCGCACCTGAAAA 
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FIGURE 169 



></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50988 
Xsubunit 1 of 1, 560 aa, 1 stop 
XMW: 58427, pi: 6.86, NX(S/T): 2 
MAGPTEAETGLM1PRALCA 

LSMEQINWLSLVYLWSTPFGVAAIWILDSVGLRAAT^ 
PFAFLMGGQSLCALAQSLVIFSPAKLAALWFPEHQRAT^ 

KKGEDIPmLGVYTIPAGWCLLSTICLWESVPPTPPSAGAASSTSEKFLDGLKLQLMWNKA 

YVIIAVCLGGMIGISASFSALLEQILCASGHSSGFSGLCGALFITFGILGALA^ 

HFTEATKIGLCLFSLACVPFALVSQLQGQTLAL^ 

GEGAATGMI FVLGQAEG I L IMLAMTALTVRRSEPSLSTCQQGEDPLDW TVSLLLMAGLCTFF 
SCILAVFFHTPYRRLQAESGEPPSTRmVGGADSGPGVDRGGAGRAGVLGPSTATPECTARG 
ASLEDPRGPGSPHPACHRATPRAQGPAATDAPSRPGRLAGRVQASRFI DPAGSHS S FS S PWVIT 

Important features: 

Potential Transmembrane domains: 

amino acids 30-50, 61-79, 98-112, 126-146, 169-182, 201-215, 248- 
268, 280-300, 318-337, 341-357, 375-387, 420-441 

N-glycosylation site. 

amino acids 40-43 and 43-46 

Glycosaminoglycan attachment site, 
amino acids 4 68-471 
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FIGURE 170A 



GTCCCACATCCTGCTCAACTGGGTCAGGTCCCTCTTAGACCAGCTCTTGTCCATCATTTGCT 

GAAGTGGACCAACTAGTTCCCCAGTAGGGGGTCTCCCCTGGCAATTCTTGATCGGCGTTTGG 

ACATCTCAGATCGCTTCCAATGAAGATGGCCTTGCCTTGGGGTCCTGCTTGTTTCATAATCA 

TCTAACTATGGGACAAGGTTGTGCCGGCAGCTCTGGGGGAAGGAGCACGGGGCTGATCAAGC 

CATCCAGGAAACACTGGAGGACTTGTCCAGCCTTGAAAGAACTCTAGTGGTTTCTGAATCTA 

GCCCACTTGGCGGTAAGCATSATGCAACTTCTGCAACTTCTGCTGGGGCTTTTGGGGCCAGG 

TGGCTACTTATTTCTTTTAGGGGATTGTCAGGAGGTGACCACTCTCACGGTGAAATACCAAG 

TGTCAGAGGAAGTGCCATCTGGTACAGTGATCGGGAAGCTGTCCCAGGAACTGGGCCGGGAG 

GAGAGGCGGAGGCAAGCTGGGGCCGCCTTCCAGGTGTTGCAGCTGCCTCAGGCGCTCCCCAT 

TCAGGTGGACTCTGAGGAAGGCTTGCTCAGCACAGGCAGGCGGCTGGATCGAGAGCAGCTGT 

GCCGACAGTGGGATCCCTGCCTGGTTTCCTTTGATGTGCTTGCCACAGGGGATTTGGCTCTG 

ATCCATGTGGAGATCCAAGTGCTGGACATCAATGACCACCAGCCACGGTTTCCCAAAGGCGA 

GCAGGAGCTGGAAATCTCTGAGAGCGCCTCTCTGCGAACCCGGATCCCCCTGGACAGAGCTC 

TTGACCCAGACACAGGCCCTAACACCCTGCACACCTACACTCTGTCTCCCAGTGAGCACTTT 

GCCTTGGATGTCATTGTGGGCCCTGATGAGACCAAACATGCAGAACTCATAGTGGTGAAGGA 

GCTGGACAGGGAAATCCATTCATTTTTTGATCTGGTGTTAACTGCCTATGACAATGGGAACC 

CCCCCAAGTCAGGTACCAGCTTGGTCAAGGTCAACGTCTTGGACTCCAATGACAATAGCCCT 

GCGTTTGCTGAGAGTTCACTGGCACTGGAAATCCAAGAAGATGCTGCACCTGGTACGCTTCT 

CATAAAACTGACCGCCACAGACCCTGACCAAGGCCCCAATGGGGAGGTGGAGTTCTTCCTCA 

GTAAGCACATGCCTCCAGAGGTGCTGGACACCTTCAGTATTGATGCCAAGACAGGCCAGGTC 

ATTCTGCGTCGACCTCTAGACTATGAAAAGAACCCTGCCTACGAGGTGGATGTTCAGGCAAG 

GGACCTGGGTCCCAATCCTATCQCAGCCGATTGCAAAGTTCTCATCAAGGTTCTGGATGTCA 

ATGACAACATCCCAAGCATCCACGTCACATGGGCCTCCCAGCCATCACTGGTGTCAGAAGCT 

CTTCCCAAGGACAGTTTTATTGCTCTTGTCATGGCAGATGACTTGGATTCAGGACACAATGG 

TTTGGTCCACTGCTGGCTGAGCQZU^GAGCTGGGCCACTTCAGGCTGAATVAGAACTAATGGCA 

ACACATACATGTTGCTAACCAATGCCACACTGGACAGAGAGCAGTGGCCCAAATATACCCTC 

ACTCTGTTAGCCCAAGACCAAGGACTCCAGCCCTTATCAGCCAAGAAAGAGCTCAGCATTCA 

GATCAGTGACATCAACGACAATGCACCTGTGTTTGAGAAAAGCAGGTATGAAGTCTCCACGC 

GGGAAAACAACTTACCCTCTCTTCACCTCATTACCATCAAGGCTCATGATGCAGACTTGGGC 

ATT7VATGGAAAAGTCTCATACCGCATCCAGGACTCCCCAGTTGCTCACTTAGTAGCTATTGA 

CTCCAACACAGGAGAGGTCACTGCTCAGAGGTCACTGAACTATGAAGAGATGGCCGGCTTTG 

AGTTCCAGGTGATCGCAGAGGACAGCGGGCAACCCATGCTTGCATCCAGTGTCTCTGTGTGG 

GTCAGCCTCTTGGATGCCAATGATAATGCCCCAGAGGTGGTCCAGCCTGTGCTCAGCGATGG 

AAAAGCCAGCCTCTCCGTGCTTGTGAATGCCTCCACAGGCCACCTGCTGGTGCCCATCGAGA 

CTCCCAATGGCTTGGGCCCAGCGGGCACTGACACACCTCCACTGGCCACTCACAGCTCCCGG 

CCATTCCTTTTGACAACCATTGTGGCAAGAGATGCAGACTCGGGGGCAAATGGAGAGCCCCT 

CTACAGCATCCGCAATGGA7UVTGAAGCCCACCTCTTCATCCTCAACCCTCATACGGGGCAGC 

TGTTCGTCAATGTCACCAATGCCAGCAGCCTCATTGGGAGTGAGTGGGAGCTGGAGATAGTA 

GTAGAGGACCAGGGAAGCCCCCCCTTACAGACCCGAGCCCTGTTGAGGGTCATGTTTGTCAC 

CAGTGTGGACCACCTGAGGGACTCAGCCCGCAAGCCTGGGGCCTTGAGCATGTCGATGCTGA 

CGGTGATCTGCCTGGCTGTACTGTTGGGCATCTTCGGGTTGATCCTGGCTTTGTTCATGTGC 

ATCTGCCGGACAGAAAAGAAGGACAACAGGGCCTACAACTGTCGGGAGGCCGAGTCCACCTA 

CCGCCAGCAGCCCAAGAGGCCCCAGAAACACATTCAGAAGGCAGACATCCACCTCGTGCCTG 

TGGTCAGGGGTCAGGCAGGTGAGCCTTGTGAAGTCGGGCAGTCCCACAAAGATGTGGACAAG 

GAGGCGATGATGGAAGCAGGCTGGGACCCCTGCCTGCAGGCCCCCTTCCACCTCACCCCGAC 

CCTGTACAGGACGCTGCGTAATCAAGGCAACCAGGGAGCACCGGCGGAGAGCCGAGAGGTGC 

TGCAAGACACGGTCAACCTCCTTTTCAACCATCCCAGGCAGAGGAATGCCTCCCGGGAGAAC 

CTGAACCTTCCCGAGCCCCAGCCTGCCACAGGCCAGCCACGTTCCAGGCCTCTGAAGGTTGG 

AGGCAGCCCCACAGGGAGGCTGGCTGGAGACCAGGGCAGTGAGGAAGCCCCACAGAGGCCAC 

CAGCCTCCTCTGCAACCCTGAGACGGCAGCGACATCTCAATGGCAAAGTGTCCCCTGAGAAA 

GAATCAGGGCCCCGTCAGATCCTGCGGAGCCTGGTCCGGCTGTCTGTGGCTGCCTTCGCCGA 

GCGGAACCCCGTGGAGGAGCTCACTGTGGATTCTCCTGCTGTTCAGCAAATCTCCCAGCTGC 

TGTGCTTGCTGCATCAGGGCCAATTCCAGCCCAAACCAAACCACCGAGGAAATAAGTACTTG 

GCCAAGCCAGGAGGCAGCAGGAGTGCAATCCCAGACACAGATGGCCCAAGTGCAAGGGCTGG 
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FIGURE 17QB 



AGGCCAGACAGACCCAGAACAGGAGGAAGGGCCTTTGGATCCTGAAGAGGACCTCTCTGTGA 
AGCAACTGCTAGAAGAAGAGCTGTCAAGTCTGCTGGACCCCAGCACAGGTCTGGCCCTGGAC 
CGGCTGAGCGCCCCTGACCCGGCCTGGATGGCGAGACTCTCTTTGCCCCTCACCACCAACTA 
CCGTGACAATGTGATCTCCCCGGATGCTGCAGCCACGGAGGAGCCGAGGACCTTCCAGACGT 
TCGGCAAGGCAGAGGCACCAGAGCTGA6CCCAACAGGCACGAGGCTGGCCAGCACCTTTGTC 
TCGGAGATGAGCTCACTGCTGGAGATGCTGCTGGAACAGCGCTCCAGCATGCCCGTGGAGGC 
CGCCTCCGAGGCGCTGCGGCGGCTCTCGGTCTGCGGGAGGACCCTCAGTTTAGACTTGGCCA 
CCAGTGCAGCCTCAGGCATGAAAGTGCAAGGGGACCCAGGTGGAAAGACGGGGACTGAGGGC 
AAGAGCAGAGGCAGCAGGAGCAGCAGCAGGTGCCTGTG&ACATACCTCAGACGCCTCTGGAT 
CCAAGAACCAGGGGCCTGAGGATCTGTGGACAAGAGCTGGTTTCTAAAATCTTGT7VACTCAC 
TAGCTAGCGGCGGCCTGAGAACTTTAGGGTGACTGATGCTACCCCCACAGAGGAGGCAAGAG 
CCCCAGGACTAACAGCTGACTGACCATVAGCAGCCCCTTGTAAGCAGCTCTGAGTCTTTTGGA 
GGACAGGGACGGTTTGTGGCTGAGATAAGTGTTTCCTGGCAAAACATATGTGGAGCACAAAG 
GGTCAGTCCTCTGGCAGAAGAGATGCCACGGAGTATGACAGGCAGGAAAGGGTiGGCCTTCTT 
GGGTAGCAGGAGTCAGGGGGCTGTACCCTGGGGGTGCCAGGAAATGCTCTCTGACCTATCAA 
TAAAGGAAAAGCAGTAAAAAAAAAAAAAAAAAAAA 
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FIGURE 171 



</usr/seqdb2/sst/DNA/DnaSeqs.min/ss.DNA48331 
<subunit 1 of 1, 1184 aa, 1 stop 
<MW: 129022, pi: 5.20, NX(S/T): 5 

MMQLLQLLLGLLGPGGYLFLLGPCQEVTTLTVKYQVSEEVPSGTVIGKLSQELGREERRRQA 

GAAFQVLQLPQALPIQVDSEEGLLSTGRRLDREQLCRQWDPCLVSFD^^ 

VLD INDHQPR FPKGEQELE I SESASLRTRI PLDRALDPDTGPNTLHTYTLS PSEHFALDVI V 



GPDETKHAEL I WKEIDRE I HS FFDLVLTAYDNGNPPKSGTS LVKVNVLDSNDNSPAFAESS 
IALEIQEDAAPGTLLIKLTATDPDQGPNGEVEFFLSKHMPPEVLDTFSIDAKTGQVILRRPL 
DYE KNP AYE VDVQ ARDLG PN P I PAHCKVL I KVLDVNDN I PS I HVT WASQPS LVS EALPKDS F , 
IALVMADDLDSGHNGLVHCWLSQELGHFRLKRTNGNTYMLLTNATLDREQWPKYTLTLLAQD 
QGLQPLSAKKQLSIQISDINDNAPVFEKSRYEVSTRENNLPSLHLITIKAHDADLGINGKVS 
YRI QDS PVAHLVAI DSNTGEVTAQRSLNYEEMAGFEFQVIAEDSGQPMLASSVSVWVSLLDA 
NDKAPEWQPVLSDGKASLSVLVNASTGHLLVPIETPNGLGPAGTDTPPLATHSSRPFLLTT 
IVARDADSGANGEPLYSIRNGNEAHLFILNPHTGQLFVNVTNASSLIGSEWELEIWEDQGS 
PP LQT RALLRVM FVT S VDHLRD? ARKPGALSMSMLT VI CLAVLLG IFGLI LAL FMS I CRTEK 

KDNRAYNCREAESTYRQQPKRPQKHIQKADIHLVPVLRGQAGEPCEVGQSHKDVDKEAMMEA 
GWDPCLQAPFHLTPTLYRTLRNQGNQGAPAESREVLQDTVNLLFNHPRQRNASRENLNLPEP 



QPATGQPRSRPLKVAGSPTGRLAGDQGSEEAPQRPPASSATLRRQRHLNGKVSPEKESGPRQ 
I LRSLVRLSVAAFAERNPVEELTVDS PPVQQI SQLLSLLHQGQFQPKPNHRGNKYLAKPGGS 
RSAIPDTDGPSARAGGQTDPEQEEGPLDPEEDLSVKQLLEEELSSLLDPSTGLALDIUjSAPD 
PAWMARLSLPLTTNYRDWISPDAAATEEPRTFQTFGKAEAPELSPTGTRLAS 



LEMLLEQRSSMPVEAASEALRRLSVCGRTLSLDLATSAASGMKVQGDPGGKTGTEGKSRGSS 
SSSRCL 

Important features: 
Signal peptide: 
amino acids 1-13 

Transmembrane domain: 
amino acids 719-739 

N-glycosylation site. 

amino acids 415-418, 582-585, 659-662, 662-665 amd 857-860 

Cadherins extracellular repeated domain signature. 

amino acids 123-133, 232-242, 340-350, 448-458 and 553-563 
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FIGURE 172 

CGGACGCGTGGGCGGACGCGTGGGGGAGAGCCGCAGTCCCGGCTGCAGCACCTGGGAGAAGG 

CAGACCGTGTGAGGGGGCCTGTGGCCCCAGCGTGCTGTGGCCTCGGGGAGTGGGAAGTGGAG 

GCAGGAGCCTTCCTTAGACTTCGCCAT^GTTTCCTCATCGACTCCAGCATCATGATTACCT 

CCCAGATACTATTTTTTGGATTTGGGTGGCTTTTCTTCATGCGCCAATTGTTTAAAGACTAT 

GAGATACGTCAGTATGTTGTACAGGTGATCTTCTCCGTGACGTTTGCATTTTCTTGCACCAT 

GTTTGAGCTCATCATCTTTGAAATCTTAGGAGTATTGAATAGCAGCTCCCGTTATTTTCACT 

GGAA7\ATGAACCTGTGTGTAATTCTGCTGATCCTGGTTTTCATGGTGCCTTTTTACATTGGC 

TATTTTATTGTGAGCAAT7VTCCGACTACTGCATAAACAACGACTGCTTTTTTCCTGTCTOTT 

ATGGCTGACGTTTATGTATTTCTTCTGGAAACTAGGAGATCCCTTTCCCATTCTCAGCCCAA 

AACATGGGATCTTATCCATAGAACAGCTCATCAGCCGGGTTGGTGTGATTGGAGTGACTCTC 

ATGGCTCTTCTTTCTGGATTTGGTGCTGTCAACTGCCCATACACTTACATGTCTTACTTCCT 

CAGGAATGTGACTGACACGGATATTCTAGCCCTGGAACGGCGACTGCTGCAAACCATGGATA 

TGATCATAAGCAAAAAGAAAAGGATGGCAATGGCACGGAGAACAATGTTCCAGAAGGGGGAA 

GTGCATAACAAACCATCAGGTTTCTGGGGAATGAT7VAAAAGTGTTACCACTTCAGCATCAGG 

AAGTGAAAATCTTACTCTTATTCAACAGGAAGTGGATGCTTT^^ 

TTTTTCTGGAAACAGCTGATCTATATGCTACCAAGGA^ 

AAGGGGAAATATTTTAATTTTCTTGGTTACTTTTTCTCTATTTACTGTGTTTGGAAAATTTT 

CATGGCTACCATCAATATTGTTTTTGATCGAGTTGGGAAAACGGATCCTGTC^CAAGAGGr^ 

TTGAGATCACTGTGAATTATCTGGGAATCGAATTTGATGTGAAGTTTTGGTCCCAACACATT 

TCCTTCATTCTTGTTGGAATAATCATCGTCACATCCATCAGAGGATTGCTGATCACTCTTAC 

CAAGTTCTTTTATGCCATCTCTAGCAGTAAGTCCTCCT^ATGTCATTGTCCTGCTATTAGCAC 

AGATAATGGGCATGTACTTTGTCTCCTCTGTGCTGCTGATCCGAATGAGTATGCCTTTAGAA, 

TACCGCACCATAATCACTGAAGTCCTTGGAGAACTGCAGTTCAACTTCTATCACCGTTGGTT 

TGATGTGATCTTCCTGGTCAGCGCTCTCTCTAGCATACTCTTCCTCTATTTGGCTCACAAAC 

AGGC^CCAGAGAAGCAAATGGCACCTTS^ACTTAAGCCTACTACAGACTGTTAGAGGCCAGT 

GGTTTCAAAATTTAGATATAAGAGGGGGGA7VAAATGGAACCAGGGCCTGACATTTTATAAAC 

AAACAAAATGCTATGGTAGCATTTTTCACCTTCATAGCATACTCCTTGCCCGTCAGGTGATA 

CTATGACCATGAGTAGCATCAGCCAGAACATGAGAGGGAGAACTAACTCAAGACAATACTCA 

GCAGAGAGCATCCCGTGTGGATATGAGGCTGGTGTAGAGGCGGAGAGGAGCCAAGAAACTAA 

AGGTGAAAAATACACTGGAACTCTGGGGCAAGACATGTCTATGGTAGCTGAGCCAAACACGT 

AGGATTTCCGTTTTAAGGTTCACATGGAAAAGGTTATAGCTTTGCCTTGAGATTGAGTCATT 

AAAAT C AG AG AC T G T AAC AA?tf^AAAAAAAAAAAAAAAAAGGGCGGCC^^ 

ACCTGCAGAAGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATG 
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FIGURE 173 



MSFLIDSSIMITSQILFFGFGWLFEMRQLFKDYEIRQYVVQVT FSVTFAFSCTMFELIIFEI 
LGVLNSSSRYFHWKMNLCVILLILVEMVPFYIGYFIVSNIRLLHKQRLLFSCLLWLTFMYFF 
WKLGDPFPILSPKHGILSIEQLISRVGVIGVT^ 

LALERRLLQTMDMI I SKKKRMAMARRTMFQKGEVHNKPSGFWGMIKSVTTS 
QEVDALEELSRQLFLETADLYATKERIEYSKTFKGKYFNFLGYFFSIYCVWKIBMATINIVF 
DRVGKTDPVTRGIEITVNYLGIQFDVKFWSQHISFILVGIIIVTSIRGLLITLTKFFYAISS 
SKSSNVI VLLLAQIMGM^FVSSVLLIRMSMPLEYRTI ITEVLGELQFNFYHRWFDVI FLVSA 

LSS I LFLYLAHKQAPEKQMAP 

Important features: 
Signal peptide: 

amino acids 1-23 , 
Potential transmembrane domains: 

amino acids 37-55, 81-L02, 150-168, 288-311, 338-356, 375-398, 
425-444 s ■ . . 

N-glycosylation sites. 

amino acids 67-70, i80-183 and 243-246 

Eukaryotic cobalamin-binding proteins 

amino acids 151-160 
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FIGURE 174 



CATGGGAAGTGGAGCCGGAGCCTTCCTTACACTCGCCATGAGTTTCCTCATCGACTCCAGCA 
TCATGATTACCTCCCNGANACTATTTTTTGGATTTGGGTGGCTTTTCTTCNGCGCCAATGTT 
TAAAGACTATGAGATACGTCAGTATGTTGTACNGGTGATCTTCTCCGTGACGTTTGCCATTT 
CTTGCACCATGTTTGAGCTCATCATCTTTGAAATCTtNGGAGTATTGAATAGCAGCTCCCGT 
TATTTTCACTGGAAAATGAACCTGTGTGTAATTCTGCTGATCGTGGTTNTCATGGTGCCTTT 

TTAC7VTTGGCTATTTTATTGTGAGCAATATGCGACTACTGCATAAACAACGACTGCTTTTTT 
CCTGTCTCTTATGGCTGACCTTTATGTATTTCCAG 

♦ 

i 
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FIGURE 175 

GTGTTGCCCTTGGGGAGGGGAAGGGGAGCCNGGCCCTTTCCTAAAATTTGGCCAAGGGTTTC 

TTTNTTGAATTCCGGGTTNNGNATACCTTCCCAGAAAATATTTTTTGGATTTGGGGTAGNTT 

TTTTTCATGCGCCAATTGTTTAAAGACTATGAGATACGTCAGTATGTTGTACAGGTGATNTT 

NTCCGTGACGTTTGCATTTTCTTGCACCATGTTTGAGCTCATCATNTTTGAAATNTTAGGAG 

TATTGAATAGCAGCtCCCGTTATTTTCACTGGAAAATGAACCTGTGTGTAATTCTGCTGATC 

CTGGTTTTCATGGTGCCTTTTTACATTGGCTATTTTATTGTGAGCAATATeCGACTACTGCA 

TAAACAACGACTGCTTT'TTTCCTGTCTNTTATGGCTGACCTTTATGTATTTNTTNTGGAAAN 
TAGGAGATCCCTTTCCCATTCTC 
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CTCGCGCAGGGATCGTCCCATGGCCGGGGCTCGGAGCCGCGACCCTTGGGGGGCCTCCGGGA 
TTTGCTACCTTTTTGGCTCCCTGCTCGTCGAACTGCTCTTCTCACGGGCTGTCGCCTTCAAT 
CTGGACGTGATGGGTGCCTTGCGCAAGGAGGGCGAGCCAGGCAGCCTCTTCGGCTTCTCTGT 
GGCCCTGCACCGGCAGTTGCAGCCCCGACCCCAGAGCTGGCTGCTGGTGGGTGCTCCCCAGG 
CCCTGGCTCTTCCTGGGCAGCAGGCGAATCGCACTGGAGGCCTCTTCGCTTGCCCGTTGAGC 
CTGGAGGAGACTGACTGCTACAGAGTGGACATCGACCAGGGAGCTGATATGCAZmAGGAAAG 
CAAGGAGAACCAGTGGTTGGGAGTCAGTGTTCGGAGCCAGGGGCCTGGGGGCAAGATTGTTA 
CCTGTGCACACCGATATGAGGCAAGGCAGCGAGTGGACCAGATCCTGGAGACGCGGGATATG 
ATTGGTCGCTGCTTTGTGCTCAGCCAGGACCTGGCCATCCGGGATGAGTTGGATGGTGGGGA 
ATGGAAGTTCTGTGAGGGACGCCCCCAAGGCCATGAACAATTTGGGTTCTGCCAGCAGGGCA 
CAGCTGCCGCCTTCTCCCCTGATAGCCACTACCTCCTCTTTGGGGCCCCAGGAACCTATAAT 
TGGAAGGGCACGGCCAGGGTGGAGCTCTGTGCAC^GGGCTCAGCGGACCTGGCACACCTbGA 
CGACGGTCCCTACGAGGCGGGGGGAGAGAAGGAGCAGGACCCCCGCCTCATCCCGGTCCCTG 
CCAACAGCTACTTTGGCTTCTCTATTGACTCGGGGAAAGGTCTGGTGCGTGGAGAAGAGCTG 
AGCTTTGTGGCTGGAGCCCCCCGCGCCAACCACAAGGGTGCTGTGGTCATCCTGCGCAAGGA 
CAGCGCCAGTCGCCTGGTGCCCGAGGTTATGCTGTCTGGGGAGCGCCTGACCTCCGGCTTTG 
GCTACTCACTGGCTGTGGCTGACCTCAACAGTGATGGCTGGCCAGACCTGATAGTGGGTGCC 
CCCTACTTCTTTGAGCGCCAAGAAGAGCTGGGGGGTGCTGTGTATGTGTACTTGAACCAGGG 
GGGTCACTGGGCTGGGATCTCCCCTCTCCGGCTCTGCGGCTCCCCTGACTCCATGTTCGGGA 
TCAGCCTGGCTGTCCTGGGGGACCTCAACCAAGATGGCTTTCCAGATATTGCAGTGGGTGCC 
CCCTTTGATGGTGATGGGAAAGTCTTCATCTACCATGGGAGCAGCCTGGGGGTTGTCGCCAA 
ACCTTCACAGGTGCTGGAGGGCGAGGCTGTGGGCATCAAGAGCTTCGGCTACTCCCTGTCAG 
GCAGCTTGGATATGGATGGGAACCAATACCCTGACCTGCTGGTGGGCTCCCTGGCTGACACC 
GCAGTGCTCTTCAGGGCCAGACCCATCCTCCATGTCTCCCATGAGGTCTCTATTGCTCCACG 
AAGCATCGACCTGGAGCAGCCCAACTGTGCTGGCGGCCACTCGGTCTGTGTGGACCTAAGGG 
TCTGTTTCAGCTACATTGCAGTCCCCAGCAGCTATAGCCCTACTGTGGCCCTGGACTATGTG 
TTAGATGCGGACACAGACCGGAGGCTCCGGGGCCAGGTTCCCCGTGTGACGTTCCTGAGCCG 
TAACCTGGAAGAACCCAAGCACCAGGCCTCGGGCACCGTGTGGCTGAAGCACCAGCATGACC 
GAGTCTGTGGAGACGCCATGTTCCAGCTCCAGGAAAATGTCAAAGACAAGCTTCGGGCCATT 
GTAGTGACCTTGTCCTACAGTCTCCAGACCCCTCGGCTCCGGCGACAGGCTCCTGGCCAGGG 
GCTGCCTCCAGTGGCCCCCATCCTCAATGCCCACCAGCCCAGCACCCAGCGGGCAGAGATCC 
ACTTCCTGAAGCAAGGCTGTGGTGAAGACAAGATCTGCCAGAGCAATCTGCAGCTGGTCCAC 
GCCCGCTTCTGTACCCGGGTCAGCGACACGGAATTCCAACCTCTGCCCATGGATGTGGATGG 
AACAACAGCCCTGTTTGCACTGAGTGGGCAGCCAGTCATTGGCCTGGAGCTGATGGTCACCA 
ACCTGCCATCGGACCCAGCCGAGCCCCAGGCTGATGGGGATGATGCCCATGAAGCCGAGCTC 
CTGGTCATGCTTCCTGAGTCACTGCACTACTCAGGGGTCCGGGCCCTGGACCCTGCGGAGAA 
GCCACTCTGCCTGTCCAATGAGAATGCCTCCCATGTTGAGTGTGAGCTGGGGAACCCCATGA 
AGAGAGGTGCCCAGGTCACCTTCTACCTCATCCTTAGCACCTCCGGGATCAGCATTGAGACC 
ACGGAACTGGAGGTAGAGCTGCTGTTGGCCACGATCAGTGAGCAGGAGCTGCATCCAGTCTC 
TGCACGAGCCCGTGTCTTCATTGAGCTGCCACTGTCCATTGCAGGAATGGCCATTCCCCAGC 
AACTCTTCTTCTCTGGTGTGGTGAGGGGCGAGAGAGCCATGCAGTCTGAGCGGGATGTGGGC 
AGCAAGGTCAAGTATGAGGTCACGGTTTCCAACCAAGGCCAGTCGCTCAGAACCCTGGGCTC 
TGCCTTCCTCAACATCATGTGGCCTCATGAGATTGCCAATGGGAAGTGGTTGCTGTACCCAA 
TGCAGGTTGAGCTGGAGGGCGGGCAGGGGCCTGGGCAGAAAGGGCTTTGCTCTCCCAGGCCC 
AACATCCTCCACCTGGATGTGGACAGTAGGGATAGGAGGCGGCGGGAGCTGGAGCCACCTGA 
GCAGCAGGAGCCTGGTGAGCGGCAGGAGCCCAGCATGTCCTGGTGGCCAGTGTCCTCTGCTG 
AGAAGAAGAAAAACATCACCCTGGACTGCGCCCGGGGCACGGCCAACTGTGTGGTGTTCAGC 
TGCCCACTCTAGAGCTTTGACCGCGCGGCTGTGCTGCATGTCTGGGGCCGTCTCTGGAACAG 
CACCTTTCTGGAGGAGTACTCAGCTGTGAAGTCCCTGGAAGTGATTGTCCGGGCCAACATCA 
CAGTGAAGTCCTCCATAAAGAACTTGATGCTCCGAGATGCCTCCACAGTGATCCCAGTGATG 
GTATACTTGGACCCCATGGCTGTGGTGGCAGAAGGAGTGCCCTGGTGGGTCATCCTCCTGGC 
TGTACTGGCTGGGCTGCTGGTGCTAGCACTGCTGGTGCTGCTCCTGTGGAAGATGGGATTCT 
TCAAACGGGCGAAGCACCCCGAGGCCACCGTGCCCCAGTACCATGCGGTGAAGATTCCTCGG 
GAAGACCGACAGCAGTTCAAGGAGGAGAAGACGGGCACCATCCTGAGGAACAACTGGGGCAG 
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FIGURE 176B 



CCCCCGGCGGGAGGGCCCGGATGC3ACACCCCATCCTGGCTGCTGACGGGCATCCCGAGCTGG 

GCCCCGATGGGCATCCAGGGCCAGGCACCGCCT^GGTTCCCATGTCCCAGCCTGGCCTGTGG 

CTGCCCTCCATCCCTTCCCCAGAGATGGCTCCTTGGGATGAAGAGGGTAGAGTGGGCTGCTG 

GTGTCGCATCAAGATTTGGCAGGATCGGCTTCCTCAGGGGC^CAGACCTCTCCC^CCa^^ 

GAACTCCTCCCACCCAACTTCCCCTTAGAGTGCTGTGAGATGAGAGTGGGTAAATCAGGGAC 

AGGGCCATGGGGTAGGGTGAGAAGGGCAGGGGTGTCCTGATGCAAAGGTGGGGAGAAGGGAT 

CCTAATCCCTTCCTCTCCCATTCACCCTGTGTAACAGGACCCCAAGGACCTGCCTCCCCGGA 

AGTGCCTTAACCTAGAGGGTCGGGGAGGAGGTTGTGTCACTGACTCAGGCTGCTCCTTCTCT 

AGTTTCCCCTCTCATCTGACCTTAGTTTGCTGCCATCAGTCTAGTGGTTTCGTGGTTTCGTC 
TATTTATTA7\AAAATATTTGAGAACAAAAAAAAA]\AAAAAAAAi\A 
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FIGURE 177 



></usr/seqcib2/sst/DNA/Dnaseqs .min/ss . DNA55737 
Xsubunit 1 of 1, 1141 aa, 1 stop 



><MW; 124671, pi: 5.82, NX(S/T): 5 

MAGARSRDPWGASGICYLFGSLLVELLFSRAVAFNLDVMGALRKEGEPGSLFGFSVALHRQL 

QPRPQSWLLVGAPQALALPGQQANRTGGLFACPLSLEETDCYRVDIDQGADMQKESKENQWL 

GVSVRSQGPGGKIVTCAHRYEARQRVDQILETRDMIGRCFVLSQDLAIRDELDGGEWKFCEG 

RPQGHEQFGFCQQGTAAAFSPDSHYLLFGAPGTYNWKGTARVELCAQGSADLMLDDGPYEA 

GGEKEQDPRLI PVPANSYFGFS IDSGKGLVRAEELSFVAGAPRANHKGAWILRKDSASRLV ' 

PEVMLSGERLTSGFGYSLAVADLNSDGWPDLIVGAPYFFERQEELGGAVYVYLNQGGHWAGI * 

SPLRLCGSPDSMFGISIiAVLGDLNQDGFPDIAVGAPFDGDGKVFIYHGSSLGWAKPSQVLE 

GEAVG I KS FG YS LS GS LDMDGNQ YPDLLVGSLADTAVLFRARP ILHVSHEVS I APRS IDLEQ 

PNCAGGHSVCVDLRVCFSYIAVPSSYSPTVALDYVLDADTDRRLRGQVPRVTFLSRNLEEPK 

HQASGTVWLKHQHDRVCGDAMFQLQENVKDKLRAIWTLSYSLQTPRLRRQAPGQGLPPVAP 

ILNAHQPSTQRAEIHFLKQGCGEDKICQSNLQLVHARFCTRVSDTEFQPLPMDVDGTTALEA 

LSGQPVIGLELMVTNLPSDPAQPQADGDDAHEAQLLVMLPDSLHYSGVRALDPAEKPLCLSN 

ENASHVECELGNPMKRGAQVTFYLILSTSGISIETTELEVELLLATISEQELHPVSARARVF 

IELPLS I AGMAI PQQLFFSGVVRGERAMQSERDVGSKVKYEVTVSNQGQSLRTLGSAFLNIM 

WPHEIANGKWLLYPMQVELEGGQGPGQKGLCSPRPNILHLDVDSRDRRRRELEPPEQQEPGE 

RQEPSMSWWPVSSAEKKKNITLDCARGTANCWFSCPLYSFDRAAVLHVWGRLWNSTFLEEY 

S AVKS LEV I VRAN I TVKSS I KNLMLRDAS TVI PVMVYLDPMAWAEGVPWWVI LLAVLAGLL 

VIJVLLVLLLWKMGFFKRAKHPEATVPQYHAVKIPREDRQQFKEEKTGTILRNNWGSPR 

DAHPILAADGHPELGPDGHPGPGTA 



Important features: 
Signal peptide: 

amino acids 1-33 



Transmembrane domain: 



amino acids 1039-1064 
N-glycosylation sites. 

amino acids 86-89, 746-749, 949-952, 985-988 . and 1005-1008 
Integrins alpha chain proteins . 

amino acids 1064-1071, 384-408, 1041-1071, 317-346, 443-465, 385- 
407, 215-224, 634-647, 85-99, 322-346, 470-479, 442-466, 379-408 
and 1031-1047 
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FIGURE 178 



CGCGCCGGGCGCAGGGAGCTGAGTGGACGGCTCGAGACGGCGGCGCGTGCAGCAGCTCCAGA 
AAGCAGCGAGTTGGCAGAGCAGGGCTGCATTTCCAGCAGGAGCTGCGAGCACAGTGCTGGCT 
CACAACAAG ATGC TCAAGGTGTCAGCCGTACTGTGTGTGTGTGCAGCCGCTTGGTGCAGTCA 
GTCTCTCGCAGCTGCCGCGGCGGTGGCTGCAGCCGGGGGGCGGTCGGACGGCGGTAATTTTC 
TGGATGATAAACAATGGCTCACCACAATCTCTCAGTATGACAAGGAAGTCGGACAGTGGi\AC 
AAATTCCGAGACGAAGTAGAGGATGATTATTTCCGCACTTGGAGTCCAGGAAAACCCTTCGA 



tcaggctttaGatccaggtaaggatccatgctttiaagatgaaatgtagtcgccataaagtat 
gcattgctcaagattctcagactgcagtctgcattagtcaccggaggcttacacacaggatg 
aaagaagcaggagtagaccataggcagtggaggggtcccatattatccacctgcaagcagtg 
cccagtggtctatcccagccctgtttgtggttcagatggtcatacctactcttttcagtgca 
aactagaatatcaggcatgtgtcttaggaaaapagatctcagtcaaatgtgaaggacattgc 
ccatgtgcttcagataagcccaccagtacaagcagaaatgttaagagaggatgcagtgacct 
ggagttcagggaagtggcaaacagattgcgggactggttcaaggcccttcatgaaagtggaa 
gtcaat^caagaagacaaaaacattgctgaggcctgagagaagcagattcgataccagcatc 
ttgccaatttgcaaggactcacttggctggatgtttaacagacttgatacaaactatgacct 
gctattggaccagtcagagctcagaagcatttaccttgataagaatgaacagtgtaccaagg 

CATTCTTCAATTCTTGTGACACATACAAGGACAGTTTAATATCTAATAATGAGTGGTGCTAC 
TGCTTCCAGAGACAGCAAGACCCACCTTGCCAGACTGAGCTCAGCAATATTCAGAAGCGGCA 
AGGGGTAAAGAAGCTCCTAGGACAGTATATCCCCCTGTGTGATGAAGATGGTTACTACAAGC 
CAACACAATGTCATGGCAGTGTTGGACAGTGCTGGTGTGTTGACAGATATGGAAATGAAGTC 
ATGGGATCCAGAATAAATGGTGTTGCAGATTGTGCTATAGATTTTGAGATCTCCGGAGATTT. 
TGCTAGTGGCGATTTTCATG7UITGGACTGATGATGAGGATGATGAAGACGATATTATGAATG 
ATGAAGATGAAATTGAAGATGATGATGAAGATGAAGGGGATGATGATGATGGTGGTGATGAC 
CATGATGTATACATTTSATTGATGACAGTTGAAATCAAT7U\ATTCTACATTTCTAATATTTA 
CAAAAATGATAGCCTATTTAAT^ATTATCTTCTTCCCGAATAACAAAATGATTCTAAACCTCA 
CATATATTTTGTATAATTATTTGAAAAATTGCAGCTAAAGTTATAGAACTTTATGTTTAAAT 
AAGAATCATTTGCTTTGAGTTTTTATATTCCTTACACAAAAAGAAAATACATATGCAGTCTA 
GTCAGACAA7VATAAAGTTTTGAAGTGCTACTATAATAAATTTTTCACGAGAACAAACTTTGT 
AAATCTTCCATAAGCAAAATGAGAGCTAGTGCTTGGGATCGTACATGTTAATTTTTTGAAAG 
ATAATTCTAAGTGAAATTTAAAATAAATAAATTTTTAATGACCTGGGTCTTAAGGATTTAGG 
AAAAATATGCATGCTTTAATTGCATTTCCAAAGTAGCATCTTGCTAGACCTAGATGAGTCAG 
GATAACAGAGAGATACCACATGACTCCAAAAAAAAAAAAAAA 
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></usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA49829 
xsubunit 1 of 1, 436 aa, 1 stop 
><MW: 49.429, pi: 4.80, NX(S/T): 0 : 

MLKVS AVLC VCAAAWC S Q S LAAAAAVAAAGGRS DGGNFLDDKQWLT T I S QYDKE VGQWNKFR 
DEVEDDYFRTWS PGKP FDQALDPAKDPCLKMKCSRHKVC IAQDSQTAVC I SHRRLTHRMKEA 
GVDHRQWRG P I LS TCKQC P WY PS PVCGS DGHT YS FQCKLEYQACVLGKQ I S VKCEGHCPCP 
SDKPTSTSRNVKRACSDLEFREVANRLRDWFKALHESGSQNKKTKTLLRPERSRFDTSILPI 
CKDSLGWMFNRLDTNYDLLLDQSELRS I YLDKNEQCTKAFFNSCDTYKDSLI SNNEWCYCFQ 
RQQDPPCQTELSNIQKRQGVKKLLGQYIPLCDEDGYYKPTQCHGSVGQCWCVDRYGNEVMGS 
RINGVADCAIDFEISGDFASGDFHEWTDDEDDEDDIMNDEDEIEDDDEDEGDDDDGGDDHDVYI 

Important features: 
Signal peptide: 
amino acids 1-16 

Leucine zipper pattern, 
amino acids 246-267 

N-myristoylation sites. 

amino acids 357-362, 371-376 and 376-381 

Thyroglobulin type-1 repeat proteins 
amino acids 353-365 and 339-352 
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FIGURE 180A 



CAGACTCCAGATTTCCCTGTCAACCACGAGGAGTCCAGAGAGGAAACGCGGAGCGGAGACAA 

CAGTACCTGACGCCTCTTTCAGCCCGGGATCGCCCCAGCAGGGATSGGCGACAAGATCTGGC 

TGCCCTTCCCCGTGCTCCTTGTGGCCGCTCTGCCTCCGGTGCTGCTGCCTGGGGCGGCCGGC 

TTCACACCTTCCCTCGATAGCGACTTCACCTTTACCCTTCCCGGCGGCCAGAAGGAGTGCTT 

CTACCAGCCCATGCCCCTGAAGGCCTCGCTGGAGATCGAGTACCAAGTTTTAGATGGAGCAG 

GATTAGATATTGATTTCCATCTTGCCTCTCCAGAAGGCAT^AACCTTAGTTTTTGAACAAAGA 

AAATCAGATGGAGTTCACACTGTAGAGACTGAAGTTGGTGATTACATGTTCTGCTTTGACAA 

TACATTCAGCACCATTTCTGAGAAGGTGATTTTCTTTGAATTAATCCTGGATAATATGGGAG 

AACAGGCACAAGAACAAGAAGATTGGAAGAAATATATTACTGGC^CAGATATATTGGATATG 

AAACTGGAAGACATCCTGGAATCCATCAACAGCATCAAGTCCAGACTAAGCA7VAAGTGGGCA 

CATACAAATTCTGCTTAGAGCATTTGAAGCTCGTGATCGAAACATACAAGAAAGCAACTTTG 

ATAGAGTCAATTTCTGGTCTATGGTTAATTTAGTGGTCATGGTGGTGGTGTCAGCCATTCAA 

GTTTATATGCTGAAGAGTCTGTTTGAAGATAAGAGGAAAAGTAGAACTT^AACTCCAAACT 

AGAGTACGTAACATTGAA7VAATGAGGCATAAAAATGCAATAAACTGTTACJIGTCAAGACCAT 

TAATGGTCTTCTCCAAAATATTTTGAGATATA7UVAGTAGGAAACAGGTATAATTTTAATGTG 

AAAATTAAGTCTTCACTTTCTGTGCAAGTTyVTCCTGCTGATCCAGTTGTACTTAAGTGTGTA 

ACAGGAATATTTTGCAGAATATAGGTTTAACTGAATGAAGCCATATTAATAACTGCATTTTC 

CTAACTTTGAAAAATTTTGCAAATGTCTTAGGTGATTTAAATAAATGAGTATTGGGGCTAAT 

TC3CAACACCAGTCTGTTTTTAACAGGTTCTATTACCCAGAACTTTTTTGTAAATGCGGCAGT 

TACAAATTAACTGTGGAAGTTTTCAGTTTTAAGTTATAAATCACCTGAGAATTACCTAATGA 

TGGATTGAATAAATCTTTAGACTACAAAAGCCCAACTTTTCTCTATTTACATATGCATCTCT 

CCTATAATGTAAATAGAATAATAGCTTTGAAATACAATTAGGTTTTTGAGATTTTTATAACC 

AAATACATTTCAGTGTAACATATTAGCAGAAAGCATTAGTCTTTGTACTTTGCTTACATTCC 

CAAAAGCTGACATTTTCACGATTCTTAAA7UICACAAAGTTACACTTACTAAAATTAGGACAT 

GTTTTCTCTTTGAAATGAAGAATATAGTTTAA7VAGCTTCCTCCTCCATAGGGACACATTTTC 

TCTAACCCTTAACTAAAGTGTAGGATTTTAAAATTA7VATGTGAGGTAAAATAAGTTTATTTT 

TAATAGTATCTGTCAAGtTAATATCTGTCT^ACAGTTAATAATCATGTTATGTTAATTTTAAC 

ATGATTGCTGACTTGGATAATTCATTATTACCAGCAGTTATGAAGGAAATATTGCTA7^AATG 

ATCTGGGCCTACCATAAATAAATATCTCCTTTTCTGAGCTCTAAGAATTATCAGAAAACAGG 

AAAGAAT T TAGAAAAAC TTGAGAAAACCTAATCCAAAATAAAATTCAC TTAAGTAGAACTAT 

AAATAJyiTATCTAGAATCTGACTGGCTCATCATGACATCCTACTCATAAGATAAATCAAAGG 

AGATGATTAATTTCCAGTTAGCTGGAAGAAACTTTGGCTGTAGGTTTTTATTTTCTACAAGA 

ATTCTGGTTTGAATTATTTTTGTAAGCAGGTACATTTTATAAAATGTAAGCCCTACTGTAAG 

GTTTAGCACTGGGTGTACATATTTATTAAAAATTTTTATTATAACAACTTTTATTAAAATGG 

CCTTTCTGAACACTTTATTTATTGATGTTGAAGTAAGGATTAGA7VACATAGACTCCCAAGTT 

TTAAACACCTAAATGTGAATAACCCATATATACAACAAAGTTTCTGCCATCTAGCTTTTTGA 

AGTCTATGGGGGTCTTACTCAAGTACTAGTAATTTAACTTCATCATGAATGAAGTATAATTT 

TTAAGTTATGCCCATTTATAACGTTGTTTATGACTACATTGTGAGTTAGAAACAAACTTAAA 

ATTTGGGGTATAGAACCCCTCAACAGGTTAGTAATGCTGGAATTCTTGATGAGCAATAATGA 

TAACCAGAGAGTGATTTCATTTACACTCATAGTAGTATAA7VAAGAGATACATTTCCCTCTTA 

GGCCCCTGGGAGAAGAGCAGCTTAGATTTCCCTACTGGCAAGGTTTTTAAA7VATGAGGTAAA 

TGCCGTATATGATC7VATTACCTTAATTGGCCAAGAAAATGCTTCAGGTGTCTAGGGGTATCC 

TCTGCAACACTTGCAGAAC7VAAGGTCAATAAGATCCTTGCCTATGAATACCCCTCCCTTTTG 

CGCTGTTAAATTTGCAATGAGAAGCAAATTTACAGTACCATAACTAATAAAGCAGGGTACAG 

ATATAAACTACTGCATCTTTTCTATAAAACTGTGATTAAGAATTCTACCTCTCCTGTATGGC 

TGTTACTGTACTGTACTCTCTGACTCCTTACCTAACAATGAATTTGTTACATAATCTTCTAC 

ATGTATGATTTGTGCCACTGATCTTAAACCTATGATTCAGTAACTTCTTACGATATAAAAAC 

GATAATTGCTTTATTTGGAAAAGAATTTAGGAATACTAAGGACAATTATTTTTATAGACAAA 

GTAAAAAGACAGATATTTAAGAGGCATAACC^AAAAGCAAAACTTGTAAAC^GA 

TCTTTAATATTTCTAAAGACATACTGTTTATCTGCTTCATATGCTTTTTTTAATTTCACTAT 

TCCATTTCTAAATTAAAGTTATGCTAAATTGAGTAAGCTGTTTATCACTTAACAGCTCATTT 

TGTCTTTTTCAATATACAAATTTTAAAAATACTACAATATTTAACTAAGGCCCAACCGATTT 

CCATAATGTAGCAGTTACCGTGTTCACCTCACACTAAGGCCTAGAGTTTGCTCTGATATGCA 

TTTGGATGATTAATGTTATGCTGTTCTTTCATGTGAATGTCAAGACATGGAGGGTGTTTGTA 





WO 99/46281 



PCT/US99/05028 



FIGURE 180B 



ATTTTATGGTAAAATTAATCCTTCTTACACATJ^TGGTGTCTTAAAATTGACAAAA/VATGAG 
CACTTACAATTGTATGTCTCCTCJy\ATGAAGATTCTTTATGTGAAATTTTAAAAGACATTGA 
TTCCGCATGTAAGGATTTTTCATCTGAAGTACAATAATGCACAATCAGTGTTGCTCAAACTG 
CTTTATACTTATAAACAGCCATCTTAAAT7U\GCAACGTATTGTGAGTACTGATATGTATATA 
ATAAAAAT TATCAAAGGAAAA 



WO 99/46281 



PCT/US99/05028 



FIGURE 181 



></usr/seqdb2/sst/DNA/Dnafeeqs.min/ss.DNA52196 
Xsubunit 1 of 1, 229 aa, 1 stop 
XMW: 26017, pi: 4.73, NX(S/T): 0 
MGDKIWLPFPVLLLAALPPVTjLPGAAGFTPSLDSDFTCT 

QVLDGAGLD I DFHLAS PEGKTLVFEQRKSDGVHTVETEVGDYMFCFDNT FSTI SEKVT FFEL 
ILDNMGEQAQEQEDWKKYITGTDILDMKLEDILESINSIKSRLSKSGHIQILLRAFEIARDRN 



IQESNFDRVNE^SMVNLVVMVVVSAIQVYMLKSLFEDKRKSRT 

Important features: 
Signal peptide: 
amino acids 1-23 

Transmembrane domain: 
amino acids 195-217 



N-myristoylation site. 



amino acids 43-48 



Tyrosine kinase phosphorylation site. 



amino acids 55-62 
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PCT/US99/O5028 



CCATCCCTGAGATCTTTTTATAAAAAACCCAGTCTTTGCTGACCAGACAAAGCATACCAGAT 
CTCACCAGAGAGTCGCAGACACTAISCTGCCTCCCATGGCCCTGCCCAGTGTGTCCTGGATG 
CTGCTTTCCTGCCTCATTCTCCTGTGTCAGGTTCAAGGTGAAGAAACCCAGAAGGAACTGCC 
CTCTCCACGGATCAGCTGTCCC^VAAGGCTCCAAGGCCTATGGCTCCCCCTGCTATGCCTTGT 
TTTTGTCACCAAAATCCTGGATGGATGCAGATCTGGCTTGCCAGAAGCGGCCCTCTGGAAAA 
CTGGTGTCTGTGCTCAGTGGGGCTGAGGGATCCTTCGTGTCCTCCCTGGTGAGGAGCATTAG 
TAACAGCTACTCATACATCTGGATTGGGCTCCATGACCCCACACAGGGCTCTGAGCCTGATG 
GAGATGGATGGGAGTGGAGTAGCACTGATGTGATGAATTACTTTGCATGGGAGAAAAATCCC 
TCCACCATCTTAAACCCTGGCCACTGTGGGAGCCTGTCAAGAAGCACAGGATTTCTGAAGTG 
GAAAGATTATAACTGTGATGCAAAGTTACCCTATGTCTGCAAGTTCAAGGACTM^GCAGGT 
GGGAAGTCAGCAGCCTCAGCTTGGCGTGCAGCTCATCATGGACATGAGACCAGTGTGAAGAC 
TCACCCTGGAAGAGAATATTCTCCCCAAACTGCCCTACCTGACTACCTTGTCATGATCCTCC 
TTCTTTTTCCTTTTTCTTCACCTTCATTTCAGGCTTTTCTCTGTCTTCCATGTCTTGAGATC 
TCAGAGAATAATAATAAAAATGTTACTTTATAAA^^ 
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FIGURE 183 



</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA56965 
<subunit 1 of 1, 175 aa, 1 stop 
<MW: 19330, pi: 7.25, NX(S/T): 1 

MLPPMALPSVSWMLLSCLILLCQVQGEETQKELPSPRISCPKGSKAYGSPCYALFLSPKSWM 
DADLACQKRPSGKLVSVLSGAEGSFVSSLVRSISNSYSYIWIGLHDPTQGSEPDGDGWEWSS 
TDVMNYFAWEKNPSTILNPGHCGSLSRSTGFLKWKDYNCDRKLPWCKFKD 



Ir 



rtant features: 



Signal peptide: 
amino acids 1-26 



C-type lectin domain signature, 
amino acids 146-171 




WO 99/46281 



PCT/US99/05028 



FIGURE 184 



CCAGTCTGTCGCCACCTCACTTGGTGTCTGCTGTCGCCGCCAGGCAAGCCTGGGGTGAGAGC 
AC^GAGGAGTGGGCCGGGACCAISCGGGGGACGCGGCTGGCGCTCCTGGCGCTGGTGCTGGC 
TGCCTGCGGAGAGCTGGCGCCGGCCCTGCGCTGGTACGTCTGTCCGGAGCCCACAGGAGTGT 
CGGACTGTGTCACCATCGCCACCTGCACCACCAACGAAACCATGTC 

TCCCGGGAGATAGTGTACCCCTTCCAGGGGGACTCCACGGTGACCAAGTCCTGTGCCAGCAA 
GTGTAAGCCCTCGGATGTGGATGGCATCGGCCAGACCCTGCCCGTGTCCTGCTGCAATACTG 
AGCTGTGCAATGTAGACGGGGCGCCCGCTCTGAACAGCCTCCACTGCGGGGCCCTCACGCTC 
CTCCCACTCTTGAGCCTCCGACTGTaGAGTCCCCGCCCACCCCCATGGCCCTATGCGGCCCA 
GCCCCGAATGCCTTGAAGAAGTGCCCCCTGCACCAGGAAAAAAAAAAAAAAAAA 
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FIGURE 185 



</usr/seqdb2/sst/DNA/Dnas , eqs.min/ss.DNA56405 
<subunit 1 of 1, 125 aa, 1 stop 
<MW: 13115, pi: 5,90, NX (S/T) : 1 
MRGTRIALIJUjVLAACGE:^^ 

FQGDS TVTKS CAS KCKPS DVDG I GQT L P VS CCNTELCNVDGAPALNS LHCGALT LLP LLSLRL 



Important features : 
Signal peptide: 

amino acids 1-17 

N-gly co sy 1 a ti on site. 

amino acids 4 6-49 
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FIGURE 186 



CTGCAGTCAGGACTCTGGGACCGCAGGGGGCTCCCGGACCCTGACTCTGCAGCCGAACCGGC 
ACGGTTTCGTGGGGACCCAGGCTTGCAAAGTGACGGTCATTTTCTCTTTCTTTCTCCCTCTT 
GAGTCCTTCTGAGMfiATGGCTCTGGGCGCAGCGGGAGCTACCCGGGTCTTTGTCGGGATGG 



TAGCGGCGGCTCTCGGCGGCCACCCTCTGCTGGGAGTGAGCGCCACCTTGAACTCGGTTCTC 

AATTCCAACGCTATCAAGAACCTGCCCCCACCGCTGGGCGGCGCTGCGGGGCACCCAGGCTC 

TGCAGTCAGCGCCGCGCCGGGAATCCTGTACCCGGGCGGGAATAAGTACCAGACCATTGACA 

ACTACCAGCCGTACCCGTGCGGAGAGGACGAGGAGTGCGGCACTGATGAGTACTGCGCTAGT 

CCCACCCGCGGAGGGGACGCAGGCGTGCAAATCTGTCTCGCCTGCAGGAAGCGCCGAAZVACG 

CTGCATGCGTCACGCTATGTGCTGCCCCGGGAATTACTGCAAAAATGGAATATGTGTGTCTT 

CTGATCAAAATCATTTCCGAGGAGAAATTGAGGAAACGATCACTGAAAGCTTTGGTAATGAT 

CATAGCACCTTGGATGGGTATTCCAGAAGAACCACCTTGTCTTCAAAAATGTATCACACCAA 

AGGACAAGAAGGTTCTGTTTGTCTCCGGTCATCAGACTGTGCCTCAGGATTGTGTTGTGCTA 

GACACTTCTGGTCCAAGATCTGTAAACCTGTCCTGAAAGAAGGTCAAGTGTGTACCAAGCAT 

AGGAGAAAAGGCTCTCATGGACTAGAAATATTCCAGCGTTGTTACTGTGGAGAAGGTCTGTC 

TTGCCGGATACAGAAAGATCACCATCAAGCCAGTAATTCTTCTAGGCTTCACACTTGTCAGA 

GACACTA^ACCAGCTATCCAAATGCAGTGAACTCCTTTTATATAATAGATGCTATGATVAACC 

TTTTATGACCTTCATCAACTCAATCCTAAGGATATACAAGTTCTGTGGTTTCAGTTAAGCAT 

TCCAAT7UICACCTTCCAAAAACCTGGAGTGTAAGAGCTTTGTTTCTTTATGGAACTCCCCTG 

TGATTGCAGTAAATTACTGTATTGTAAATTCTCAGTGTGGGACTTACCTGTAAATGCAATGA 

AACTTTTAATTATTTTTCTAAAGGTGCTGCACTGCCTATTTTTCCTCTTGTTATGTAAATTT 

TTGTACACATTGATTGTTATCTTGACTGACAAATATTCTATATTGAACTGAAGTAAATCATT 

TCAGCTTATAGTTCTTAAAAGCATAACCCTTTACCCCATTTAATTCTAGAGTCTAGAACGCA 

AGGATCTCTTGGAATGACAAATGATAGGTACCTAA71ATGTAACATGAAAATACTAGCTTATT 

TTCTGAAATGTACTATCTTAATGCTTAAATTATATTTCCCTTTAGGCTGTGATAGTTTTTGA 

AATAAAATTTAACATTTAAAAAAAAAAAAA 
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FIGURE 187 

</usr/seqdb2/sst/DNA/Dnabeqs.iuin/ss.DNA57530 
<subunit 1 of i, 266 aa, 1 stop 
<MW: 28672, pi: 8.85, NX(S/T): 1 
MMALGAAGATRVFVAMVAAALGGHPLLGVSATLN^ 

APGILYPGGNKYQTIDNYQPYPCAEDEECGTDEYCASPTRGGDAGVQICLACRKRRKRCM^ 
AMCCPGNYCKNGICVSSDQNHFRGEIEETITESFGNDHSTLDGYSRRTTLSSKMYHTKGQEG 
SVCLRSSDCASGLCCARHFWSKICKPVLKEGQVCTKHRRKGSHGLEIFQRGYCGEGLSCRIQ 
KDHHQASNSSRLHTCQRH 

Important features: 
Signal peptide: 

amino acids 1-23 

N-glycosylation site, 
amino acids 256-259 ' 

Fungal Zn(2)-Cys(6) binuclear cluster domain 
amino acids 110-126 
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FIGURE 188 



TGTGTTTCCCTGCAGTCAGAATTTGGGACNGCAGGGGTTCCCGGACCTGATTTTGCAGCGGA 
ACGGGAAGGTTTTGTGGGACCCAGGTTGAAATGACGGTCATTTTTTTTTCTTTCTCCTTCNG 
GAGTCCTTNTGAGANGATGGTTTTGGGCGCAGCGGGAGGTAACCCGGTTTTTTGTNGCGATG 
GTAGCGGCGGTTTTCGGCGGCCACCTTNTGCTGGGAGTGAGCGCCACCTTGAATCGGTTTTC 
AATTCCAACGNTATCAAGAACCTGCCCCCACCGNTGGGCGGCGCTGCGGGGCACCCAGGNTT 
TGCAGTCAGCGCCGCGCCGGGAATCCTGTACCCGGGCGGGAATAAGTACCAGACCATTGACA 
ATTACCAGCCGTACCCGTGCGCAGAGGACGAGGAGTGCGGCACTGATGAGTACTGCGCTAGT 
CCCACCCGCGGAGGGGAN)3CGGGCGTGCAAATNTGTNTNGCCTGCAGGAAGCGCCG7VAAACG 
CTGCATGCGTCANGCTATGTGCTGCCCCGGGAATTACTGGAAAAATGGAATATGTGTGTNTT 
CTGATCAAAATCATTTCCGAGGAGAAATTGAGGAAACCATCACTGAAAGCTTTGGTAATGAT 
CATAGCACCTTGGATGGG 
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FIGURE 189A 



GAGGAACCTACCGGTACCGGCCGCGCGCTGGTAGTCGCCGGTGTGGCTGCACCTCACCAATC 

CCGTGCGCCGCGGCTGGGCCGTCGGAGAGTGCGTGTGCTTCTCTCCTGCACGCGGTGCTTGG 

GCTCGGCCAGGCGGGGTCCGCCGCCAGGGTTTGAGGATGGGGGAGTAGCTACAGGAAGCGAC 

CCCGCGATGGCAAGGTATATTTTTGTGGAATGAAAAGGAAGTATTAGAAATGAGCTGAAGAC 

CATTCACAGATTAATATTTTTGGGGACAGATTTGTGATGCTTGATTCACCCTTGAAGTAATG 

TAGACAGAAGTTCTCAAATTTGCATATTACATCAACTGGAACCAGCAGTGAATCTTAATGTT 

CACTTAAATCAGAACTTGCATAAGAAAGAGAMGGGAGTCTGGTTAAATAAAGATGACTATA 

TCAGAGACTTGAAAAGGATCATTCTCTGTTTTCTGATAGTGTATATGGCCATTTTAGTGGGC 

ACAGATCAGGATTTTTA ( CAGTTTACTTGGAGTGTGCAAAACTGCAAGCAGTAGAGAAATAAG 

ACAAGCTTTCAAGAAATTGGCATTGAAGTTAC^TCCTGATAAAAACCCGAATAACCCAAATG 

CACATGGCGATTTTTTAAAAATAAATAGAGCATATGAAGTACTCAAAGATGAAGATCTACGG 

AAAAAGTATGAC^UUkTATGGAGATy^GGGACTTGAGGATAATCAAGGTGGCCAGTATGAAAG 

CTGGAACTATTATCGTTATGATTTTGGTATTTATGATGATGATCCTGAAATCATAACATTGG 

AAAGAAGAGAATTTGATGCTGCTGTTAATTCTGGAGAACTGTGGTTTGTAAATTTTTACTCC 

CCAGGCTGTTCACACTGCCATGATTTAGCTCCCACATGGAGAGACTTTGCTAAAGAAGTGGA 

TGGGTTACTTCGAATTGGAGCTGTTAACTGTG(3TGATGATAGAATGCTTTGCCGAATGAAAG 

GAGTCAACAGCTATCCCAGTCTCTTCATTTTTCGGTCTGGAATGGCCCCAGTGAAATATCAT 

GGAGACAGATCAAAGGAGAGTTTAGTGAGTTTTGCAATGCAGCATGTTAGAAGTACAGTGAC 

AGAACTTTGGACAGGAAATTTTGTCAACTCCATACAAACTGCTTTTGCTGCTGGTATTGGCT 

GGCTGATCACTTTTTGTTCAAAAGGAGGAGATTGTTTGACTTCACAGACACGACTCAGGCTT 

AGTGGCATGTTGTTTCTCAACTCATTGGATGCTAAAGAAATATATTTGGAAGTAATACATAA 

TCTTCCAGATTTTGAACTACTTTCGGCAAACACACTAGAGGATCGTTTGGCTCATCATGGGT 

GGCTGTTATTTTTTCATTTTGGAAAAAATGAAAATTCAAATGATCCTGAGCTGAAAAAACTA 

AAAACTCTACTTAAAAATGATCATATTCAAGTTGGCAGGTTTGACTGTTCCTCTGCACCAGA 

CATCTGTAGTAATCTGTATGTTTTTCAGCCGTCTCTAGCAGTATTTA7VAGGACAAGGAACCA 

AAGAATATGAAATTCATCATGGAAAGAAGATTCTATATGATATACTTGCCTTTGCCAAAGAA 

AGTGTGAATTCTCATGTTACCACGCTTGGACCTGAAAATTTTCGTGCCAATGACAAAGAACC 

ATGGCTTGTTGATTTCTTTGCCCCCTGGTGTCCACCATGTCGAGCTTTACTACCAGAGTTAC 

GAAGAGCATCAAATCTTCTTTATGGTCAGCTTAAGTTTGGTACACTAGATTGTACAGTTCAT 

GAGGGACTCTGTAACATGTATAACATTCAGGCTTATCCAACAACAGTGGTATTCAACCAGTC 

CAACATTCATGAGTATGAAGGACATCACTCTGCTGAACAAATCTTGGAGTTCATAGAGGATC 

TTATGAATCCTTCAGTGGTCTCCCTTACACCCACCACCTTCAACGAACTAGTTACACAAAGA 

AAACACAACGAAGTCTGGATGGTTGATTTCTATTCTCCGTGGTGTCATCCTTGCCAAGTCTT 

AATGCCAGAATGGAAAAGAATGGCCCGGACATTAACTGGACTGATGAACGTGGGCAGTATAG 

ATTGCCAACAGTATCATTCTTTTTGTGCCCAGGAAAACGTTCAAAGATACCCTGAGATAAGA 

TTTTTTCCCCCAAAATC7VAATA7yVGCTTATCAGTATCACAGTTACAATGGTTGGAATAGGGA 

TGCTTATTCCCTGAGAATCTGGGGTCTAGGATTTTTACCTCAAGTATCCACAGATCTAACAC 

CTCAGACTTTCAGTGAAAAAGTTCTACAAGGGAAAAATCATTGGGTGATTGATTTCTATGCT 

CCTTGGTGTGGACCTTGCCAGAATTTTGCTCCAGAATTTGAGCTCTTGGCTAGGATGATTAA 

AGGAAAAGTGAAAGCTGGAAAAGTAGACTGTCAGGCTTATGCTCAGACATGCCAGAAAGCTG 

GGATCAGGGCCTATCCAACTGTTAAGTTTTATTTCTACGAAAGAGCAAAGAGAAATTTTCAA 

GAAGAGCAGATAAATACCAGAGATGCAAAAGCAATCGCTGCCTTAATAAGTGAAAAATTGGA 

AACTCTCCGAAATCAAGGCAAGAGGAATAAGGATGAACTTTG^TAATGtTGAAGATGAAGAA 

AAAGTTTAAAAGAAATTCTGACAGATGACATCAGAAGACACCTATTTAGAATGTTACATTTA 

TGATGGGAATGAATGAACATTATCTTAGACTTGGAGTTGTACTGCCAGAATTATCTACAGCA 

CTGGTGtAAAAGAAGGGTCTGCAAACTTTTTCTGTAAAGGGCCGGTTTATATVATATTTTAGA 

CTTTGCAGGCTATAATATATGGTTCACACATGAGAACAAGAATAGAGTCATCATGTATTCTT 

TGTTATTTGCTTTTAACAACCTTTAAAAAATATTAAAACGATTCTTAGCTCAGAGCCATACA 

AAAGTAGGCTGGATTCAGTCCATGGACCATAGATTGGTGTCCCCCTCGACGGACTTATAATG 

TTTCAGGTGGCTGGCTTGAACATGAGTCTGCTGTGCTATCTACATAAATGTCTAAGTTGTAT 

AAAGTCCACTTTCCCTTCACGTTTTTTGGCTGACCTGAAAAGAGGTAACTTAGTTTTTGGTC 

ACTTGTTCTCCTAAAAATGCTATCCCTAACCATATATTTATATTTCGTTTTA7\AAACACCCA 

TGATGTGGCACAGTAAACAAACCCTGTTATGCTGTATTATTATGAGGAGATTCTTCATTGTT 

TTCTTTCCTTCTCAAAGGTTGAAAA7VATGCTTTTAATTTTTCACAGCCGAGAAACAGTGCAG 
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FIGURE 189B 

CAGTATATGTGCACACAGTAAGTACACAAAT 

TTTGCTGTATCATCCAGGAAAACCTGAGGGAAAAAAATTATAGCAATTAACTGGGCATTGTA 
GAGTATCCTAAATATGTTATCAAGTATTTAGAGTTCTATATTTTA7kAGATATATGTGTTCAT 
GTATTTTCTGAAATTGCTTTCATAGAAATTTTCCCACTGATAGTTGATTTTTGAGGCATCTA 
ATATTTACATATTTGCCTTCTGAACTTTGTTTTGACCTGTATCCTTTATTTACATTGGGTTT 
TTCTTTCATAGTTTTGGTTTTTCACTCCTGTCCAGTCTATTTATTATTCAAATAGGAAAAAT 
TACTTTACAGGTTGTTTTACTGTAGCTTATAATGATACTGTAGTTATTCCAGTTACTAGTTT 
ACTGTCAGAGGGCTGCCTTTTTCAGATAAATATTGACATAATT^ACTGAAGTTATTTTTATAA 
GAAAATCAAGTATATAAATCTAGGAAAGGGATCTTCTAGTTTGTGTGTTGTTTAGACTCAAA 
GAATCACAAATTTGTCAGTAACATGTAGTTGTTTAGTTATAATTCAGAGTGTACAGAATGGT 
AAAAATTCCAATCAGTCAJUy\GAGGTC^TGAATTAAAAGGCTTGCAACTTTTTCAAAAAAA 
AAAAAAAAAA ' 



♦ 
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FIGURE 190 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA56439 
<subunit 1 of 1, 747 aa, 1 stop 
<MW: 86127, pi: 7.46, NX(S/T): 2 

MGVWLNKDDY I RDLKRI I LC FL IVYMAILVGTDQDFYSLLGVSKTASSREIRQAFKKLALKL 

HPDKNPNNPNAHGDFLKINRAYEVLKDEDLRKKYDKYGEKGLEDNQGGQYESWNYYRYDFGI 
YDDDPEIITLERREFDAAWSGELWFVNFYSPGCSHCHDI^^ 

GDDRMLCRMKGVNSYPSl!^IFRSGMAPVKYHOT 

IQTAFAAGIGWLITFCSKGGDCLTSQTRLRLSGML^ 

TLEDRIJUIHRWLLFFHFGKNENSiroPELKKLKTLLKNDHIQVGRFDCSSAPDICSNLWFQP 

SIAVFKGQGTKEYEIHHGKKILYDILAFAKESVNSHVTTLGPQNFPANDKEPWLVDFFAPWC 

PPCRALLPELRRASNLLYGQLKFGTLDCTVHEGLCNMYNIQAYPTTVVFNQSNIHEYEGHHS 
AEQILEFIEDLMNPSWSLTPTTFNELV 

LTGLINVGSIDCQQYHSFCAQENVQRYPEIRFFPPKSNKAYQYHSYNGWNRDAYSLRIWGLG 

FLPQVSTDLTPQTFSEKVLQGKNHWVIDFYAPWCGPCQNFAPEre 

QAYAQTCQKAGIRAYPTVKFYFYERAKRNFQEEQINTRDAKAIAAL 

Important features: 

Endoplasmic reticulum targeting sequence, 
amino acids 744-747 

Cytochrome c family heme-binding site signature, 
amino acids 158-163 

i 

Nt-dnaJ domain signature . 
amino acids 77-96, 

N-glycosylation site, 
amino acids 484-487 
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FIGURE 191 

AGACAGTACCTCCTCCCTAGGACT 

GCCATSAACA.TCATCCTAGAAATCCTTCTGCTTCTGATCACCATCATCTACTCCTACTTGGA 

GTCGTTGGTGAAGTTTTTCATTCCTCAGAGGAGAAAATCTGTGGCTGGGGAGATTGTTCTCA 
TTACTGGAGCTGGGCATGGAATAGGCAGGCAGACTACTTATGAATT^ 

ATATTGGTTCTGTGGGATATTAATAAGCGCGGTGTGGAGGAAACTGCAGCTGAGTGCCGAAA 
ACTAGGCGTCACTGCGCATGCGTATGTGGTAGACTGCAGCAACAGAGAAGAGATCTATCGCT 
CTCTAAATCAGGTGAAGAAAGAAGTGGGTGATGTAACAATCGTGGTGAATAATGCTGGGACA 
GTATATCCAGCCGATCTT ( CTCAGCACCAAGGATGAAGAGATTACCAAGACATTTGAGGTCAA 
CATCCTAGGACATTTTTGGATCACA7VAAGCACTTCTTCCATCGATGATGGAGAGAAATCATG 
GCCACATCGTCACAGTGGCTTCAGTGTGCGGCCACGAAGGGATTCCTTACCTCATCCCATAT 
TGTTCCAGCAAATTTGCCGCTGTTGGCTTTCACAGAGGTCTGACATCAGAACTTCAGGCGTT 
GGGAAAAACTGGTATCAAAACCTCATGTCTCTGCCCAGTTTTTGTGAATACTGGGTTCACCA 
A7VAATCCAAGCACAAGATTATGGCCTGTATTGGAGACAGATGAAGTCGTAAGAAGTCTGATA 
GATGGAATACTTACCAATAAGAAAATGATTTTTGTTCCATCGTATATCAATATCTTTCTGAG 
ACTACAGAAGTTTCTTCCTGAACGCGCCTCTVGCGATTTTAAATCGTATGCAGAATAtTCAAT 
TTGAAGCAGTGGTTGGCCACAAAATCAAAATG7VAATS^TAAATAAGCTCCAGCCAGAGATG 
TATGCATGATAATGATATGAATAGTTTCGAATCAATGCTGCAAAGCTTTATTTCACATTTTT 
TCAGTCCTGATAATATTAAAAACATTGGTTTGGCACTAGCAGCAGTCAAACGAACAAGATTA 
ATTACCTGTCTTCCTGTTTCTCAAGAATATTTACGTAGTTTTTCATAGGTCTGTTTTTCCTT 
TCATGCCTCTTAAAAACTTCTGTGCTTACATAAACATACTTAAAAGGTTTTCTTTAAGATAT 
TTTATTTTTCCATTTAAAGGTGGACAAAAGCTACCTCCCTAAAAGTAAATACAAAGAGAACT 
TATTTACACAGGGAAGGTTTAAGACTGTTCAAGTAGCATTCCAATCTGTAGCCATGCCACAG 
AATATCAACAAGAACACAGAATGAGTGCACAGCTAAGAGATCAAGTTTGAGCAGGCAGCTTT 
ATCTCAACCTGGACATATTTTAAGATTCAGCATTTGAAAGATTTCCCTAGCCTCTTCCTTTT 
TCATTAGCCCAAAACGGTGCAACTCTATTCTGGACTTTATTACTTGATTCTGTCTTCTGTAT 
AACTCTGAAGTCCACCAAAAGTGGACCCTCTATATTTCCTCCCTTTTTATAGTCTTATAAGA 
TACATTATGAAAGGTGACCGACTCTATTTTAAATCTCAGAATTTTAAGTTCTAGCCCCATGA 
TAACCTTTTTCTTTGTAATTTATGCTTTCATATATCCTTGGTCCCAGAGATGTTTAGACAAT 
TTTAGGCTCAAAAATTAAAGCTAAGACAGGAAAAGGAACTGTACTGGCTATTACATAAGAAA 
CAAT G GACG CAAG AGAAGAA 
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</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA56409 

<subunit 1 of 1, 300 aa, 1 stop 
<MW: 33655, pi; 9.31, NX(S/T): 1 

MNIILEILLLLITIIYS YLE SLVKFFI PQRRKS VAGE I VL I TGAGHG I GRQT T YE FAKRQS I 

» 

LVLWDINKRGVEETAAECRKLGVTAHAYVVD 

YPADLLS TKDEE I TKT FEVN I LGHFW I TKALLPSMMERNHGH I VTVASVCGHEG I PYLIPYC 
SSKFAAVGFHRGLTSEL^ALGKTGIKTSCLCPVFVNTGFTKNPSTRLWPVLETDEVVRSLID 
G I LTNKKM I FVPS Y IN I FLRLQKFLPERAS AI LNRMQN I QFEAWGHKIKMK 

Important features : 
Signal peptide : 

amino acids 1-19 

cAMP- and cGMP-dependent protein kinase phosphorylation site, 
amino acids 30-33 and 58-61 

Short-chain alcohol dehydrogenase family protein 
amino acids 165-202, 37-49, 112-122 and 210-219 
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FIGURE 193 

CGGCGGCGGCTGCGGGCGCGAGGTGAGGGGCGCGAGGTGAGGGGCGCGAGGTTCCCAGCAGG 

ATGCCCCGGCTCTGCAGGAAGCTGAAGTGAGAGGCCCGGAGAGGGCCCAGCCCGCCCGGGGC 

AGGATSACCAAGGCCCGGCTGTTCCGGCTGTGGCTGGTGCTGGGGTCGGTGTTCATGATCCT 

GCTGATCATCGTGTACTGGGACAGCGCAGGCGGCGCGCACTTCTACTTGCACACGTCCTTCT 

CTAGGCCGCACACGGGGCCGCCGCTGCCCACGCCCGGGCCGGACAGGGACAGGGAGCTCACG 

GCCGACTCCGATGTCGACGAGTTTCTGGACAAGTTTCTCAGTGCTGGCGTGAAGCAGAGCGA 

CCTTCCCAGAAAGGAGACGGAGCAGCCGCCTGCGCCGGGGAGCATGGAGGAGAGCGTGAGAG 

GCTACGACTGGTCCCCGCQCGACGCCCGGCGCAGCCCAGACCAGGGCCGGCAGCAGGCGGAG 

CGGAGGAGCGTGCTGCGGGGCTTCTGCGCCAACTCCAGCCTGGCCTTCCCCACCAAGGAGCG 

CGCATTCGACGACATCCCCAACTCGGAGCTGAGCCACCTGATCGTGGACGACCGGCACGGGG 

CCATCTACTGCTACGTGCCCAAGGTGGCCTGCACCAACTGGAAGCGCGTGATGATCGTGCTG 

AGCGGAAGCCTGCTGCACCGCGGTGCGCCCTACCGCGACCCGCTGCGCATCCCGCGCGAGCA 

CGTGCACAACGCCAGCGCGCACCTGACCTTCAACAAGTTCTGGCGCCGCTACGGGAAGCTCT 

CCCGCCACCTCATGAAGGTCAAGCTCAAGAAGTACACCAAGTTCCTCTTCGTGCGCGACCCC 

TTCGTGCGCCTGATCTCCGCCTTCCGCAGCAAGTTCGAGCTGGAGAACGAGGAGTTCTACCG 

CAAGTTCGCCGTGCCCATGCTGCGGCTGTACGCCAACGACACCAGCCTGCCCGCCTCGGCGC 

GCGAGGCCTTCCGCGCTGGCCTCAAGGTGTCCTTCGCCAACTTCATCCAGTACCTGCTGGAC 

CCGCACACGGAGAAGCTGGCGCGCTTCAACGAGCACTGGCGGCAGGTGTACCGCCTCTGCCA 

CCCGTGCCAGATCGACTACGACTTCGTGGGGAAGCTGGAGACTCTGGACGAGGACGCCGCGC 

AGCTGCTGCAGCTACTCCAGGTGGACCGGCAGCTCCGCTTCCCCCCGAGCTACCGGAACAGG 

ACCGCCAGCAGCTGGGAGGAGGACTGGTTCGCCAAGATCCCCCTGGCCTGGAGGCAGCAGCT 

GTATAAACTCf ACGAGGCCGACTTTGTTCTCTTCGGCTACCCCAAGCCCGAAAACCTCCTCQ 

GAGACTS£lAAGCTTTCGCGTTGCTTTTTCTCGCGTGCCTGGAACCTGACGGACGCGCACTCC 

AGTTTTTTTATGACCTACGATTTTGCAATCTGGGCTTCTTGTTCACTCCACTGCCTCTATCC 

ATTGAGTACTGTATCGATATTGTTTTTTAAGATTAATATATTTCAGGTATTTAATACGA 
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FIGURE 194 



</usr/seqdb2/sst/DNA/Dna^eqs -min/ss -DNA56112 
<subunit 1 of 1, 414 aa, 1 stop 
<MW: 48414, pi: 9.54, NX(S/T) : 4 

MTKARLFRLWLVLGSVFMILLIJVYWDSAGAAHFYLHTSFSRPHTGPPLPTPGPDRDRELTA 

DSDVDEFLDKFLSAGVKQSDLPRKETEQPPAPGSMEESVRGYDWSPRDARRSPDQGRQQAER 

RSVLRGFCANSSLAFPTKERAFDDIPNSELSHLIVDDRH^ 

GSLLHRGAPYRDPLRIP^HVHNASAHLTFNKFWRRYGKL^ 

VRLISAFRSKFELENEEFYRKFAVPMLRLYANHTSLPASAREAFRAGLKVSFANFIQYLLDP 
HTEKLAPFNEHWRQVYRLCHPCQIDYDFVGKLETLDEDAAQLLQLLQVDRQLRFPPSYRNRT 
ASSWEEDWFAKI PLAWRQQLYKLYEADFVLFGYPKPENLLRD 

Important features: 
Signal peptide: 
amino acids 1-31 

» 

N-glycosylation sites. 

amino acids 134-137, 209-212, 280-283 and 370-373 

TNFR/NGFR family cysteine-rich region protein 

amino acids 329-332 
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FIGURE 195 

TCGGGCCAGAATTCGGCACGAGGCGGCACGAGGGCGACGGCCTCACGGGGCTTTGGAGGTGA 
AAGAGGCCCAGAGTAGAGAGAGAGAGAGACCGACGTACACGGGMSGCTACGGGAACGCGCT 
ATGCCGGGAAGGTGGTGGTCGTGACCGGGGGCGGGCGCGGCATCGGAGCTGGGATCGTGCGC 
GCCTTCGTGAACAGCGGGGCCCGAGTGGTTATCTGCGACAAGGATGAGTCTGGGGGCCGGGC 
CCTGGAGCAGGAGCTCCCTGGAGCTGTCTTTATCCTCTGTGATGTGACTCAGGAAGATGATG 
TGAAGACCCTGGTTTCTGAGACCATCCGCCGATTTGGCCGCCTGGATTGTGTTGTCAACAAC 
GCTGGCCACCACCCACCCCCACAGAGGCCTGAGGAGACCTCTGCCCAGGGATTCCGCCAGCT 
GCTGGAGCTGAACCTACT t GGGGACGTACACCTTGACCAAGCTCGCCCTCCCCTACCTGCGGA 
AGAGTCAAGGGAATGTCATCAACATCTCG^GCCTGGTGGGGGCAATCGGCCAGGCCCAGGCA 
GTTCCCTATGTGGCCACCAAGGGGGCAGTAACAGCCATGACCAAAGCTTTGGCCCTGGATGA 
AAGTCCATATGGTGTCCGAGTCAACTGTATCTCCCCAGGAAACATCTGGACCCCGCTGTGGG 
AGGAGCTGGCAGCCTTAATGCCAGACCCTAGGGCCACAATCCGAGAGGGCATGCTGGCCCAG 
CCACTGGGCCGCATGGGCCAGCCCGCTGAGGTCGGGGCTGCGGCAGTGTTCCTGGCCTCCGA 
AGCCAACTTCTGCACGGGCATTGAACTGCTCGTGACGGGGGGTGCAGAGCTGGGGTACGGGT 
GCAAGGCCAGTCGGAGCACCCCCGTGGACGCCCCCGATATCCCTTCCIS&TTTCTCTCATTT 
CTACTTGGGGCCCCCTTCCTAGGACTCTCCCACCCCAAACTCCAACCTGTATCAGATGCA : GC 
CCCCAAGCCCTTAGACTCTAAGCCCAGTTAGCAAGGTGCCGGGTCACCCTGCAGGTTCCCAT 
AAAAACGATTTGCAGCC 
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FIGURE 196 

</usr/seqdb2/sst/DNA/Dnaseqs .rain/ss . DNA56045 
<subunit 1 of 1/ 270 aa, 1 stop 
<MW: 28317, pi: 6.00, NX(S/T): 1 

MATGTRYAGKVVWTGGGRGIC^GIVRAFVNSGARWICDKDESGGRALEQELPG 
VTQEDDVKTLVSETIRRFGRLDCVVNNAGHHPPPQRPEETSAQGFRQLLELNLLGTYTLTKL 

AL P YLRKS QGNV I N I S S LVGAI GQAQAVP YVATKGAVTAMTKALALDE S PYGVRVNC I S PGN 
I WT PLWE E LAALMPDPRAT I REGMLAQPLGRMGQPAEVGAAAVFLASEANFCTGIELLVTGG 
AELG YGCKA5RST PVDAPDI PS 

Important features: 
N-glycosylation site. 

amino acids 138-141 

Short-chain alcohol dehydrogenase family protein 
amino acids 10-22, 81-91, 134-171 and 176-185 
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FIGURE 197 

AGGCGGGCAGCAGCTGCAGGCTGACCTTGCAGCTTGGCGGAATCGACTGGCCTCACAACCTG 
CTGTTTCTTCTTACCATTTCCATCTTCCTGGGGCTGGGCCAGCCCAGGAGCCCCAAAAGCAA 
GAGGAAGGGGCAAGGGCGGCCTGGGCCCCTGGCCCCTGGCCCTCACCAGGTGCCACTGGACC 
TGGTGTCACGGATGAAACCGTATGCCCGCATGGAGGAGTATGAGAGGAACATCGAGGAC5ATG 
GTGGCCCAGCTGAGGAACAGCXCAGAGCTGGCCCAGAGAAAGTGTGAGGTCAACTTGCAGCT 
GTGGATGTCCAACAAGAGGAGCCTGTCTCCCTGGGGCTACAGCATCAACCACGACCCCAGCC 
GTATCCCCGTGGACCTGCCGGAGGCACGGTGCCTGTGTCTGGGCTGTGTGAACCCCTTCACC 
ATGCAGGAGGACCGCAGCJATGGTGAGCGTGCCGGTGTTCAGCCAGGTTCCTGTGCGCCGCCG 
CCTCTG.CCCGCCACCGCCCCGCACAGGGCCTTGCCGCCAGCGCGCAGTCATGGAGACCATCG 
CTGTGGGCTGCACCTGCATCTTCTGAATCACCTGGCCCAGAAGCCAGGCCAGCAGCCCGAGA 
CCATCCTCCTTGCACCTTTGTGCCAAGAAAGGCCTATGAAAAGTAAACACTGACTTTTGAAA 
GCAAG 
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FIGURE 198 

</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA59294 
<subunit 1 of 1, 180 aa, 1 stop 
<MW: 20437, pi: 9.58, NX(S/T): 1 

MDWPHNLLFLLTISIFLGLGQPRSPKSKRKGQGRPGPLAPGPHQVPLDLVSRMKPYARMEEY 
ERNIEEMVAQLRNSSELAQRKCEVNLQLWMS^^CRSLSPWGYSINHDPSRIPVDLPE7VRCLCL 
GCVNP FTMQEDRSMVS VPVFS QVPVRRRLC PPP PRTGPCRQRAVMET I AVGC TC I F 

Important features: 
Signal peptide: 
amino acids 1-20 

N-glycosylation site, 
amino acids 75-78 

Homologous region to IL-»17 
amino acids 96-180. 
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FIGURE 199 

GCGCCGCCAGGCGTAGGCGGGGTGGCCCTTGCGTCTCCCGCTTCCTTGAAAAACCCGGCGGG 

CGAGCGAGGCTGCGGGCCGGCCGCTGCCCTTCCCCAGACTCCCCGCCGAGAAGCCTCGCTCG 

GCGCCCAACATGGCGGGTGGGCGCTGCGGCCCGCAGCTAACGGCGCTCCTGGCCGCCTGGAT 

CGCGGCTGTGGCGGCGACGGCAGGCCCCGAGGAGGCCGCGCTGCCGCCGGAGCAGAGCCGGG 

TCCAGCCCATGACCGCCTCCAACTGGACGC'TGGTGATGGAGGGCGAGTGGATGCTGAAAXTT 

TACGCCCCATGGTGTCCATCCTGCCAGCAGACTGATTCAGAATGGGAGGCTTTTGCAAAGAA 

TGGTGAAATACTTCAGATCAGTGTGGGGAAGGTAGATGTCATTCAAGAACCAGGTTTGAGTG 

GCCGCTTCTTTGTCACCACTCTCCCAGCATTTTTTCATGCAAAGGATGGGATATTCCGCCGT 

TATCGTGGCCCAGGAATCTTCGAAGACCTGCAGAATTATATCTTAGAGAAGAAATGGCAATC 

AGTCGAGCCTCTGACTGGCTGGAAATCCCCAGCTTCTCTAACGATGTCTGGAATGGCTGGTC 

TTTTTAGCATCTCTGGCAAGATATGGCATCTTCACAACTATTTCACAGTGACTCTTGGAATT 

CCTGCTTGGTGTTCTTATGTGTTTTTCGTCATAGCCACCTTGGTTTTTGGCGTTTTTATGGG 

TCTGGTCTTGGTGGTAATATCAGAATGTTTCTATGTGCCACTTCCAAGGCATTTATCTGAGC 

GTTCTGAGCAGAATCGGAGATCAGAGGAGGCTCATAGAGCTGAACAGTTGCAGGATGCGGAG 

GAGGAAAAAGATGATTCAAATGAAGAAGAAAACAAAGACAGCCTTGTAGATGATGAAGAAGA 

GAAAGAAGATCTTGGCGATGAGGATGAAGCAGAGGAAGAAGAGGAGGAGGACAACTTGGCTG 

CTGGTGTGGATGAGGAGAGAAGTGAGGCCAATGATCAGGGGCCCCCAGGAGAGGACGGTGTG 

ACCCGGGAGGAAGTAGAGCCTGAGGAGGCTGAAGAAGGCATCTCTGAGCAACCCTGCCCAGC 

TGACACAGAGGTGGTGGAAGACTCCTTGAGGCAGCGTAAAAGTCAGCATGCTGACAAGGGAC 

TGTAGATTTAATGATGCGTTTTCAAGAATACACACCAAAACAATATGTCAGCTTCCCTTTGG 

CCTGCAGTTTGtACCAAATCCTTAATTTTTCCTGAATGAGCAAGCTTCTCTTAAAAGATGCT 

CTCTAGTCATTTGGTCTCATGGCAGTAAGCCtCATGTATACTAAGGAGAGTCTTCCAGGTGT 

GACAATCAGGATATAGAAAAACAAACGTAGTGTTGGGATCTGTTTGGAGACTGGGATGGGAA 

CAAGTTCATTTACTTAGGGGTCAGAGAGTCTCGACCAGAGGAGGCCATTCCCAGTCCTAATC 

AGCACCTTCCAGAGACAAGGCTGCAGGCCCTGTGAAATGAAAGCCAAGCAGGAGCCTTGGCT 

CCTGAGCATCCCCAAAGTGTAACGTAGAAGCCTTGCATCCTTTTCTTGTGTAAAGTATTTAT 

TTTTGTCAAATTGCAGGAAACATCAGGCACCACAGTGCATGAAAAATCTTTCACAGCTAGAA 

ATTGAAAGGGCCTTGGGTATAGAGAGCAGCTCAGAAGTCATCCCAGCCCTCTGAATCTCCTG 

TGCTATGTTTTATTTCTTACCTTTAATTTTTCCAGCATTTCCACCATGGGCATTCAGGCTCT 

ccacactcttcactattatctcttggtcagaggagtccaataAcagccaggtttacatgaac 
tgtgtttgttcattctgacctaaggggtttagataatcagtaaccataacccctgaagctgt 
gactgccaaacatctcaaatgaaatgttgtggccatcagagactcaaaaggaagtaaggatt 

TTACAAGACAGATTAAAAAAAAATTGTTTTGTCCAAAATATAGTTGTTGTTGATTTTTTTTT 

aagttttctaagcaatatttttcaagccagaagtcctctaagtcttgccagtacaaggtagt 

CTTGTGAAGAAAAGTTGAATACTGTTTTGTTTTCATCTCAAGGGGTTCCCTGGGTCTTGAAC 

tactttaataataactaaaaaaccacttctgattttccttcagtgatgtgcttttggtgaaa 

GAATTAATGAACTCCAGTACCTGAAAGTGAAAGATTTGATTTTGTTTCCATCTTCTGTAATC 
TTCCAAAGAATTATATCTTTGTAAATCTCTCAATACTCAATCTACTGTAAGTACCCAGGGAG 

GCTAATTTCTTT 



WO 99/46281 PCT/US99/05028 

FIGURE 200 

</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA56433 
<subunit 1 of 1, 349 aa, 1 stop 
<MW: 38952*> pi: 4.34, NX(S/T): 1 
MAGGRCGPQLTALLAAWIAAVAATAGPEEAALPPEQSRVQPMT^ 

WCPSCQQTDSEWEAFAKNGEILQISVGKVDVIQEPGLSGRFFVTTLPAFFHAKDGIFRRYRG 
PGIFEDLQNYILEKKWQSVEPLTGWKSPASLTMSGl^GLFSISGKIWHLHNYFTVTLGIPAW 
CSYVFFVIATLVFGLFM^LVLWISECFYVPLPRHLSERSEQNRRSEEAHRAEQLQDAEEEK 
DDSNEEENKDSLVDDEEEKEDLGDEDEAEEEEEEDNLAAGVDEERSEANDQGPPGEDGVTRE' 
EVE PEE AE EG I S EQPC PADTEWE DS LRQRKS QHADKGL 

r 

. Important features: 
Signal peptide: 
amino acids 1-22 

Transmembrane domain: , 

amino acids 191-211 

N-glycosylation site. 

amino acids 4 6-49 

Thioredoxin family proteins. (homologous region to disulfide 

isomerase) 

amino acids 56-72 

Flavodoxin proteins 

amino acids 173-187 
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FIGURE 201 

ATCTGGTTG7\ACTACTTAAGCTTAATTTGTTAAACTCCGGTAAGTACCTAGCCCACATGATT 

TGACTCAGAGATTCTCTTTTGTCCACAGACAGTCATCTCAGGGGCAGAAAGAAAAGAGCTCC 

CAAATGCTATATCTATTCAGGGGCTCTCAAGAACAATGGTIATATCATCCTGATTTAGAAAAT 

TTGGATGAAGATGGATATACTCAATTACACTTCGACTCTCAAAGCAATACCAGGATAGCTGT 

TGTTTCAGAGAAAGGATCGTGTGCTGCATCTCCTCCTTGGCGCCTCATTGCTGTAATTTTGG 

GAATCCTATGCTTGGT7^ATACTGGTGATAGCTGTGGTCCTGGGTACCATGGGGGTTCTTTCC 

AGCCCTTGTCCTCCTAATTGGATTATATATGAGAAGAGCTGTTATCTATTCAGCATGTCACT 

AAATTCCTGGGATGGAAGTAAAAGACAATGCTGGCAACTGGGCTCTAATCTCCTAAAGATAG 

ACAGCTCAAATGAATTGGGATTTATAGTAAAACAAGTGTCTTCCCAACCTGATAATTCATTT 

TGGATAGGCCTTTCTCGGCCCCAGACTGAGGTACCATGGCTCTGGGAGGATGGATCAAGATT 

CTCTTCTAACTTATTTCAGATCAGAACCACAGCTACCCAAGA7VAACCCATCTCCAAATTGTG 

TATGGATTCACGTGTCAGTCATTTATGACCAACTGTGTAGTGTGCCCTCATATAGTATT P TGT 

GAGAAGAAGTTTTC^TGT^AGAGGAAGGGTGGAGAAGGAGAGAGATVATATGTGAGGTAGTA 

AGGAGGACAGAAAACAGAACAGAAAAGAGTAACAGCTGAGGTCAAGATAAATGCAGAAAATG 

TTTAGAGAGCTTGGCCAACTGTAATCTTAACCAAGAAATTGAAGGGAGAGGCTGTGATTTCT 

GTATTTGTCGACCTACAGGTAGGCTAGTATTATTTTTCTAGTTAGTAGATCCCTAGACATGG 

AATCAGGGCAGCCAAGCTTGAGTTTTTATTTTTTATTTATTTATTTTTTTGAGATAGGGTCT 

CACTTTGTTACCCAGGCTGGAGTGCAGTGGCACAATCTCGACTCACTGCAGCTATCTCTCGC 

CTCAGCCCCTCAAGTAGCTGGGACTACAGGTGCATGCCACCATGCCAGGCTAATTTTTGGTG 

TTTTTTGTAGAGACTGGGTTTTGCCATGTTGACCAAGCTGGTCTCTAACTCCTGGGCTTAAG. 

TGATCTGCCCGCCTTGGCCTCCCAAAGTGCTGGGATTACAGATGTGAGCC^CCACACCTGGC 

CCCAAGCTTGAATTTTCATTCTGCCATTGACTTGGCATTTACCTTGGGTAAGCCATAAGCGA 

ATCTTJVATTTCTGGCTCTATCAGAGTTGTTTCATGCTCAACAATGCCATTGAAGTGCACGGT 

GTGTTGCCACGATTTGAGCCTCAACTTCTAGCAGTATATCAGTTATGAACTGAGGGTGAAAT 

ATATTTCTGAATAGCTAAATGAAGAAATGGGAAAAAATCTTCACCACAGTCAGAGCAATTTT 

ATTATTTTCATCAGTATGATCATAATTATGATTATCATCTTAGTT^AAAGCAGGAACTCCTA 

CTTTTTCTTTATCAATTAAATAGCTCAGAGAGTACATCTGCCATATCTCTAATAGAATCTTT 

TTTTTTTTTTTTTTTTTTTGAGACAGAGTTTCGCTCTTGTTGCCCAGGCTGGAGTGCAACGG 

CACGATCTCGGCTCACCGCAACCTCCGCCCCCTGGGTTCAAGCAATTCTCCTGCCTCAGCCT 

CCCAAGTAGCTGGGATTACAGTCAGGCACCACCACACCCGGCTAATTTTGTATTTTTTTAGT 

AGAGACAGGGTTTCTCCATGTCGGTCAGGGTAGTCCCGAACTCCTGACCTCAAGTGATCTGC 

CTGCCTCGGCCTCCCAAGTGCTGGGATTACAGGCGTGAGCCACTGCACCCAGCCTAGAATCT 

TGTATAATATGTAATTGTAGGGAAACTGCTCTCATAGGAAAGTTTTCTGCTTTTTAAATACA 

AA^TACATAAAAATACATAAAATCTGATGATGAATATAAAAAAGTAACCTVACCTCATTGGA 

ACAAGTATTAACATTTTGGAATATGTTTTATTAGTTTTGTQATGTACTGTTTTACAATTTTT 

ACCATTTTTTTCAGTAATTACTGTAAAATGGTATTATTGGAATGAAACTATATTTCCTCATG 

TGCTGATTTGTCTTATTTTTTTCATACTTTCCCACTGGTGqTATTTTTATTTCCAATGGATA 

TTTCTGTATTACTAGGGAGGCATTTACAGTCCTCTAATGTTGATTAATATGTGAAAAGAAAT- 

TGTACCAATTTTACTAAATTATGCAGTTTA7VAATGGATGATTTTATGTTATGTGGATTTCAT 

TTCAATAAAAAAAAACTCTTATCj^AAAAAAAAAAAAAAA^^ 
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</usr/seqdb2/sst/DNA/Dnaseqs .min/ss . DNA53912 
<subunit 1 of 1, 201 aa, i stop 
<MW: 22563, pi: 4.87, NX(S/T): 1 

MEYHPDLENLDEDGYTQLHFDSQSNTRIAWSEKGSCAASPPWRLIAVILGILCLVILVIAV 
VLGTMGVLS S PC P PNW 1 1 YEKSCYLFSMSLNSWDGSKRQCWQLGSNLLKI DS SNELGEI VKQ 
VSSQPDNSFWIGLSRPQTEVPWLWEDGSTFSSNLFQIRTTATQENPSPNCVWIHVSVIYDQL 

CSVPSYSICEKKFSM ' ■ 

Important features: 

Type II transmembrane domain: 

amino acids 45-65 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 197-200 

N-myristoylation sites - 

amino acids 35-40 and 151-156 

Homologous region to LDL receptor 
amino acids 34-67 and 70-200. 
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FIGURE 2Q3A 



GGAAGGGGAGGAGCAGGCCACACAGGCACAGGCCGGTGAGGGACCTGCCCAGACCTGGAGGG 

TCTCGCTCTGTCACACAGGCTGGAGTGCAGTGGTGTGATCTTGGCTCATCGTAACCTCCACC 

TCCCGGGTTCAAGTGATTCTCATGCCTCAGCCTCCCGAdTAGCTGGGATTACAGGTGGTGAC 

TTCCAAGAGTGACTCCGTCGGAGGAAAATGACTCCCCAGTCGCTGCTGCAGACGACACTGTT 

CCTGGTGAGTCTGCTCTTCCTGGTCCAAGGTGCCCACGGCAGGGGCCACAGGGAAGACTTTC 

GCTTCTGCAGCCAGCGGAACCAGACACACAGGAGCAGCCTCCACTACAAACCCACACC^ 

CTGCGCATCTCCATCGAGAACTCCGAAGAGGCCCTCACAGTCCATGCCCCTTTCCCTGCAGC 

CCACCCTGCTTCCCGATCCTTCCCTGACCCCAGGGGCCTCTACCACTTCTGCCTCTACTGGA 

ACCGACATGCTGGGAGATTACATCTTCTCTATGGCAAGCGTGACTTCTTGCTGAGTGACAAA 

GCCTCTAGCCTCCTCTGCTTCCAGCACCAGGAGGAGAGCCTGGCTCAGGGCCCCCCGCTGTT 

AGCCACTTCTGTCACCTCCTGGTGGAGCCCTCAGAACATCAGCCTGCCCAGTGCCGCC^GCT 

TCACCTTCTCCTTCCACAGTCCTCCCCACACGGCCGCTCACAATGCCTCGGTGGACATGTGC 

GAGCTCAAAAGGGACCTCCAGCTGCTCAGCCAGTTCCTGAAGCATCCCCAG7VAGGCCTCAAG 

GAGGCCCTCGGCTGCCCCCGCCAGCCAGCAGTTGCAGAGCCTGGAGTCGAAACTGACCTCTG 

TGAGATTCATGGGGGACATGGTGTGCTTCGAGGAGGACCGGATCAACGCCACGGTGTGGAAG 

CTCCAGCCCACAGCCGGCCTCCAGGACCTGCACATCCACTCCCGGCAGGAGGAGGAGCAGAG 

CGAGATCATGGAGTACTCGGTGCTGCTGCCTCGAACACTCTTCCAGAGGACGAAAGGCCGGA 

GCGGGGAGGCTGAGAAGAGACTGCTCCTGGTGGACTTCAGCAGCCAAGCCCTGTTCCAGGAC 

AAGAATTCGAGCCAAGTCCTGGGTGAGAAGGTCTTGGGGATTGTGGTACAGAACACCAAAGT 

AGCCAACCTCACGGAGCCCGTGGTGCTCACTTTCCAGCACCAGCTACAGCCGAAGAATGTGA 

CTCTGCAATGTGTGTTCTGGGTTGAAGACCCCACATTGAGCAGCCCGGGGCATTGGAGCAGT 

GCTGGGTGTGAGACCGTCAGGAGAGAAACCCAAACATCCTGCTTCTGCAACCACTTGACCTA 

CTTTGCAGTGCTGATGGTGTCCTCGGTGGAGGTGGACGCCGTGCACAAGCACTACCTGAGCC 

TCCTCTCCTACGTGGGCTGTGTC<jTCTCTGCCCTGGCCTGCCTTGTCACCATTGCCGCCTAC 

CTCTGCTCCAGGGTGCCCCTGCCGTGCAGGAGGAAACCTCGGGACTACACCATCAAGGTGCA 

CATGAACCTGCTGCTGGCCGTCTTCCTGCTGGACACGAGCTTCCTGCTCAGCGAGCCGGTGG 

CCCTGACAGGCTCTGAGGCTGGCTGCCGAGCCAGTGCCATCTTCCTGCACTTCTCCCTGCTC 

ACCTGCCTTTCCTGGATGGGCCTCGAGGGGTACAACCTCTACCGACTCGTGGTGGAGGTCTT 

TGGCACCTATGTCCCTGGCTACCTAGTCAAGCTGAGCGCCATGGGCTGGGGCTTCCCCATCT 

TTCTGGTGACGCTGGTGGCCCTGGTGGATGTGGACAACTATGGCCCCATCATCTTGGCTGTG 

CATAGGACTCCAGAGGGCGTCATCTACCCTTCCATGTGCTGGATCCGGGACTCCCTGGTCAG 

CTACATCACCAACCTGGGCCTCTTCAGCCTGGTGTTTCTGTTCAACATGGCCATGCTAGCCA 

CCATGGTGGTGCAGATCCTGCGGCTGCGCCCCCACACCCAAAAGTGGTCACATGTGCTGACX 

CTGCTGGGCCTCAGCCTGGTCCTTGGCCTGGCCTGGGCCTTGATCTTCTTCTCCTTTGCTTC 

TGGCACCTTCCAGCTTGTCGTCCTCTAGCTTTTCAGCATCATCACCTCCTTCCAAGGCTTCC 

TCATCTTCATCTGGTACTGGTCCATGCGGCTGCAGGCCCGGGGTGGCCCCTCCCCTCTGAAG 

AGCAACTCAGACAGCGCCAGGCTCCCCATCAGCTCGGGCAGCACCTCGTCCAGCCGCATCT^ 

5GCCTCCAGCCCACCTGCCCATGTGATGAAGCAGAGATGCGGCCTCGTCGCACACTGCCTGT 

GGCCCCCGAGCCAGGCCCAGCCCCAGGCCAGTCAGCCGCAGACTTTGGAAAGCCCAACGACC 

ATGGAGAGATGGGCCGTTGCCATGGTGGACGGACTCCCGGGCTGGGCTTTTGAATTGGCCTT 

GGGGACTACTCGGCTCTCACTCAGCTCCCACGGGACTCAGAAGTGCGCCGCCATGCTGCCTA 

GGGTACTGTCCCCACATCTGTCCCAACCCAGCTGGAGGCCTGGTCTCTCCTTACAACCCCTG 

GGCCCAGCCCTCATTGCTGGGGGCCAGGCCTTGGATCTTGAGGGTCTGGCACATCCTTAATC 

CTGTGCCCCTGCCTGGGACAGAAATGTGGCTCCAGTTGCTCTGTCTCTCGTGGTCACCCTGA 

GGGCACTCTGCATCCTCTGTCATTTTAACCTCAGGTGGCACCCAGGGCGAATGGGGCCCAGG 

GCAGACCTTCAGGGCCAGAGCCCTGGCGGAGGAGAGGCCCTTTGCCAGGAGCACAGCAGCAG 

CTCGCCTACCTCTGAGCCCAGGCCCCCTCCCTCCCTCAGCCCCCCAGTCCTCCCTCCATCTT 

CGCTGGGGTTCTCCTCCTCTCCCAGGGCCTCCTTGCTCCTTCGTTCACAGCTGGGGGTCCCC 

GATTCCAATGCTGTTTTTTGGGGAGTGGTTTCCAGGAGCTGCCTGGTGTCTGCTGTAAATGT 

TTGTCTACTGCAGAAGCCTCGGCCTGCCCCTGAGCCAGGCTCGGTACCGATGCGTGGGCTGG 

GCTAGGTCCCTCTGTCCATCTGGGCCTTTGTATGAGCTGCATTGCCCTTGCTCACCCTGACC 

AAGCACACGCCTCAGAGGGGCCCTCAGCCTCTCCTGAAGCCCTCTTGTGGCAAGAACTGTGG 

ACCATGCCAGTCCCGTCTGGTTTCCATCCCACCACTCCAAGGACTGAGACTGACCTCCTCTG 

GTGACACTGGCCTAGAGCCTGACACTCTCCT7VAGAGGTTCTCTCCAAGCGCCCAAATAGCTC 
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CAGGCGCCCTCGGCCGCCCATCATGGTTAATTCTGTCCAACAAACACACACGGGTAGATTGC 

TGGCCTGTTGTAGGTGGTAGGGACACAGATGACCGACCTGGTCACTCCTCCTGCCAACATTC 

AGTCTGGTATGTGAGGCGTGCGTGAAGCAAGAACTCCTGGAGCTACAGGGACAGGGAGCCAT 

CATTCCTGCCTGGGAATCCTGGAAGACTTCCTGCAGGAGTCAGCGTTCAATCTTGACCTTGA 

AGATGGGAAGGATGTTCTTTTTACGTACCAATTCTTTTGTCTTTTGATATTAAAAAGAAGTA 

CATGTTCATTGTAGAGAATTTGGAAACTGTAGAAGAGAATCAAGAAGAAAAATAAAAATCAG 

CTGTTGTAATCGCCTAGGA?U\AAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 204 



</usr/seqdb2/sst/DNA/Dnaseqs.min/ss.DNA50921 
<subunit 1 of 1, 693 aa, 1 stop 
<MW: 77738, pi: 8.87, NX(S/T): 7 

MTPQSLLQTTLFLLSLLFLVQGAHGRGHREDFRFCSQRNQTHRSSLHYKPTPDLRISIEtTSE 
EALTVHAP FPAAHPASRS FPDPRGLYHFCLYWNRHAGRLHLLYGKRDFLLSDKASSLLCFQH 
QEESLAQGPPLLATSVTSWWSPQNISLPSAAS FTFSFHSPPHTAAHNASVT)MCELKRDLQLL 
SQFLKHPQKASRRPSAAPASQQLQSLESKLTSVRFMGDMVSFEEDRINATVWKLQPTAGLQD 
LHIHSRQEEEQSEIMEYS,VLLPRTLFQRTKGRSGEAEKRLLLVDFSSQALFQDKNSSQVLGE 
KVLGIWQNTKVANLTEPWLTFQHQLQPKNV^ 

TQTSCFCNHLTYFAVIMVSSVEVDAVHKHYLSLLSYVGCWSAIACLVTIAAYLCSRVPLP 

RRKPRDYTIKVHMNLLLAVFLLDTSFLLSEPVALTGSEAGCRASAI FLHFSLLTCLSWMGLE 

GYNLYRLWEVFGTYVPGYLLKLSAMGWGFPI FLVTLVALVDVDNYGPI ILAVHRTPEGVIY 

PSMCWIRDSLVSYITNLGLFSLVFLFbMAMLATMWQILRLRPHTQKWSHV^ 

LPWAL I F FS FAS GT FQLWLYL FS 1 1 TS FQG FL I FI WYWSMRLQARGGPS PLKSNS DSARLP 

ISSGSTSSSRI 

Important features: 
Signal peptide: 

amino acids 1-25 

Putative transmembrane domains: 



amino acids 382-398, 402-420, 445-468, 473-491, 519-537, 568-590 
and 634-657 

Microbodies C- terminal targeting signal. 

amino acids 691-693 



amino acids 198-201 and 370-373 
N-glycosylation sites. 

amino acids 39-42, 148-151, 171-174, 234-237, 303-306, 324-327 
and 341-344 

G-protein coupled receptors family 2 proteins 
amino acids 475-504 * 



cAMP- and cGMP-dependent protein kinase phosphorylation sites. 
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TGCCTGGCCTGCCTTGTCAACAATGCCGCTTACTCTGCTTCCAGGTTGCCCTGCCTTGCAGA 
GGAAANCNTCGGGACTACACCNTCAAGTGCACATGAACCTGCTGCTGGCCGTCTTCCTGCTG 
GACACGAGCTTCCTGCTCAGCGNAGCCGGTGGCCCTGACAGGCTGTGAAGGCTGGCTGCCGA 
GCCAGTGCCATCTTCCTGCACTTCTCCTGCTCACCTGCCTTTCCTGGATGGGCCTCGAGGGG 
TACAACCTCTACCGACTCGTGGTGGAGGTCTTTGGCACCTATGTCCCTGGCTACCTACTCAA 
GCTGAGCGCCATGGGCTGGGGCTTCCCCATCTTTCTGGTGACGCTGGTGGCCCTGGTGGATG 



TGGACAACTATGGCCCCATCATCTTGGCTGTGCATAGGACTCCAGAGGGCGTCATCTACCCT 
TCCATGTGCTGGATCCGGGACTCCCTGGTCAGCTACATCACCAACCTGGGCCTCTTCAGCCT 
GGTGTTTCTGTTCAACATGG 
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CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCTGGTTCAGGTCCA 
GGTTTTGCTTTGATCCTTTTCAAAAACTGGAGACACAGAAGAGGGCTCTAGGA7VAAAGTTTT 
GGATGGGATTATGTGGAAACTACCCTGCGATTCTCTGCTGCCAGAGCAGGCTCGGCGCTTCC 
ACCCCAGTGCAGCCTTCCCCTGGCGGTGGTGAAAGAGACTCGGGAGTCGCTGCTTCCAAAGT 
GCCCGCCGTGAGTGAGCTCTCACCCCAGTCAGCCAAATSAGCCTCTTCGGGCTTCTCCTGCT 
GACATCTGCCCTGGCCGGCCAGAGACAGGGGACTCAGGCGGAATCCAACCTGAGTAGTAAAT 
TCCAGTTTTCCAGCAACAAGGAACAGAACGGAGTACAAGATCCTCAGCATGAGAGAATTATT 
ACTGTGTCTACTAATGGAAGTATTCACAGCCCAAGGTTTCCTCATACTTATCCAAGAAATAC 
GGTCTTGGTATGGAGATTAGTAGCAGTAGAGGAAAATGTATGGATACAACTTACGTTTGATG 
AAAGAT T TGGGC T TGAAGACCCAGAAGATGACATATGCAAGTATGATTTTGTAGAAGTTGAG 
GAACCCAGTGATGGAACTATATTAGGGCGCTGGTGTGGTTCTGGTACTGTACCAGGAA^ACA 
GATTTCTAAAGGAAATCAAATTAGGATAAGATTTGTATCTGATGAATATTTTCCTTCTGAAC 
CAGGGTTCTGCATCCACTACAACATTGTCATGCCACAATTCACAGAAGCTGTGAGTCCTTCA 
GTGCTACCCCCTTCAGCTTTGCCACTGGACCTGCTTAATAATGCTATAACTGCCTTTAGTAC 
CTTGGAAGACCTTATTCGATATCTTGAACCAGAGAGATGGCAGTTGGACTTAGAAGATCTAT 
ATAGGCCAACTTGGCAACTTCTTGGCAAGGCTTTTGTTTTTGGAAGAAJ\ATCCAGAGTGGTG 
GATCTGAACCTTGTAACAGAGGAGGTAAGATTATACAGCTGCACACCTCGTAACTTCTCAGT 
GTCCATAAGGGAAGAACTAAAGAGAACCGATACCATTTTCTGGCCAGGTTGTCTCCTGGTTA 
AACGCTGTGGTGGGAACTGTGCCTGTTGTCTCCACAATTGCAATGAATGTCAATGTGTCCCA 
AGCAAAGTTACTAAAAAATACCACGAGGTCCTTCAGTTGAGACCAAAGACCGGTGTCAGGGG 
ATTGCACAAATCACTCACCGACGTGGCCCTGGAGCACCATGAGGAGTGTGACTGTGTGTGCA 
GAGGGAGCACAGGAGGATAGCCGCATCACCACCAGCAGCTCTTGCCCAGAGCTGTGCAGTGC 
AGTGGCTGATTCTATTAGAGAACGTATGCGTTATCTCCATCCTTAATCTCAGTTGTTTGCTT 
CAAGGACCTTTCATCTTCAGGATTTACAGTGCATTCTGAAAGAGGAGACATCAAACAGAATT 
AGGAGTTGTGCAACAGCTCTTTTGAGAGGAGGCCTAAAGGACAGGAGAAAAGGTCTTCAATC 
GTGGAAAGAAAATTAAATGTTGTATTAAATAGATCACCAGCTAGTTTCAGAGTTACCATGTA 
CGTATTCCACTAGCTGGGTTCTGTATTTCAGTTCTTTCGATACGGCTTAGGGTAATGTCAGT 
ACAGGAAAAAAACTGTGCAAGTGAGCACCTGATTCCGTTGCCTTGCTTAACTCTAAAGCTCC 
ATGTCCTGGGCCTAAAATCGTATAAAATCTGGATTTTTTTTTTTTTTTTTGCTCATATTCAC 
ATATGTAAACCAGAACATTCTATGTACTACAAACCTGGTTTTTAAAAAGGAACTATGTTGCT 
ATGAATTAAACTTGTGTCATGCTGATAGGACAGACTGGATTTTTCATATTTCTTATTAAAAT 
TTCTGCCATTTAGAAGAAGAGAACTACATTCATGGTTTGGAAGAGATAAACCTG7y\AAGAAG 
AGTGGCCTTATCTTCACTTTATCGATAAGTCAGTTTATTTGTTTCATTGTGTACATTTTTAT 
ATTCTCCTTTTGACATTATAACTGTTGGCTTTTCTAATCTTGTTAAATATATCTATTTTTAC 
CAAAGGTATTTAATATTCTTTTTTATGACAACTTAGATCAACTATTTTTAGCTTGGTAAATT 
TTTCTA7yVCACAATTGTTATAGCCAGAGGAACAAAGATGATATAAAATATTGTTGCTCTGAC 
AAAAATACATGTATTTCATTCTCGTATGGTGCTAGAGTTAGATTAATCTGCATTTTAAAAAA 
CTGAATTGGAATAGAATTGGTAAGTTGCAAAGACTTTTTGAAAATAATTAAATTATCATATC 
TTCCATTCCTGTTATTGGAGATGAAAATAAAAAGCAACTTATGAAAGTAGACATTCAGATCC 
AGCCATTACTAACCTATTCCTTTTTTGGGGAAATCTGAGCCTAGCTCAGAAAAACATAAAGC 
ACCTTGAAAAAGACTTGGCAGCTTCCTGATAAAGCGTGCTGTGCTGTGCAGTAGGAACACAT 
CCTATTTATTGTGATGTTGTGGTTTTATTATCTTAAACTCTGTTCCATACACTTGTATAAAT 
ACATGGATATTTTTATGTACAGAAGTATGTCTCTTAACCAGTTCACTTATTGTACTCTGGCA 
ATTTAAAAGAAAATCAGTAAAATATTTTGCTTGTAAAATGCTTAATATNGTGCCTAGGTTAT 
GTGGTGACTATTTGAATCAAAAATGTATTGAATCATCAAATAAAAGAATGTGGCTATTTTGG 
GGAGAAAATTAAAAAAAAAAAAA7UU\AAA7VAGGTTTAGGGATAACAGGGTAATGCGGCC 
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FIGURE 207 



MSLFGLLLLTSALAGQRQGTQAESNLSSKFQFSSNKEQNGVQDPQHERIITVSTNGSIHSPR 

FPHTYPRNTVLVWRLVAVEENVWIQLTFDERFGLEDPEDDICKYDFVEVEEPSDGTILGRWC 

GSGTVPGKQISKGNQIRIRFVSDEYFPSEPGFCIHYNIVMPQFTEAVSPSVLPPSALPLDLL 

NNAITAFSTLEDLIRYLEPERWQLDLEDLYRPTWQLLGKAFVFGRKSRWDLNLLTEEVRLY 

SCTPRNFSVSIREELKRTDTIFWPGCLLVKRCGGNCACGLHNCNECQCVPSKVTKKYHEV^ 

LRPKTGVRGLHKSLTDVALEHHEECDCVCRGSTGG 
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FIGURE 208 



CCCATCTCAAGCTGATCTTGGCACCTCTCATGCTCTGCTCTCTTCAACCAGACCTCTACATT 

CCATTTTGGAAGAAGACTAAAAATSGTGTTTCCAATGTGGACACTGAAGAGACAAATTCTTA 

TCCTTTTTAACATAATCCTAATTTCCA7\ACTCCTTGGGGCTAGATGGTTTCCTAAAACTCTG 

CCCTGTGATGTCACTCTGGATGTTCCAAAGAACCATGTGATCGTGGACTGCACAGACAAGCA 

TTTGACAGAAATTCCTGGAGGTATTCCCACGAACACCACGAACCTCACCCTCACCATTAACC 

ACATACCAGACATCTCCCCAGCGTCCTTTCACAGACTGGACCATCTGGTAGAGATCGATTTC 

AGATGCAACTGTGTACCTATTCCACTGGGGTCAAAAAACAACATGTGCATCAAGAGGCTGCA 

GATTAAACCCAGAAGCTTTAGTGGACTCACTTATTTAAAATCCCTTTACCTGGATGGAAACC 

AGCTACTAGAGATACCGCAGGGCCTCCCGCCTAGCTTACAGCTTCTCAGCCTTGAGGCCAAC 

AACATCT T T T CCAT CAGAAAAGAGAATCTAACAGAACTGGCCAACAT AGAAATACTCTACCT 

GGGCCAA7^ACTGTTATTATCGAAATCCTTGTTATGTTTCATATTCAATAGAGAAAGATqCCT 

TCCTAAACTTGACAAAGI*TAAAAGTGCTCTCCCTGAAAGATAACAATGTCACAGCCGTCCCT 

ACTGTTTTGCCATCTACTTTAACAGAACTATATCTCTACAACAACATGATTGCAAAAATCCA 

AGAAGATGATTTTAATAACCTCAACCAATTACAAATTCTTGACCTAAGTGGAAATTGCCCTC 

GTTGTTATAATGCGCCATTTCCTTGTGCGCCGTGTAAA/yVTAATTCTCCCCTACAGATCCCT 

GTAAATGCTTTTGATGCGCTGACAGAATTAAAAGTTTTACGTCTACACAGTAACTCTCTTCA 

GCATGTGCCCCCAAGATGGTTTAAGAACATCAACAAACTCCAGGAACTGGATCTGTCCCAAA 

ACTTCTTGGCCAAAGAAATTGGGGATGCTAAATTTCTGCATTTTCTCCCCAGCCTCATCCAA 

TTGGATCTGTCTTTCAATTTTGAACTTCAGGTCTATCGTGCATCTATGAATCTATCACAAGC 

ATTTTCTTCACTGAAAAGCCTGAAAATTCTGCGGATCAGAGGATATGTCTTTAAAGAGTTGA 

AAAGCTTTAACCTCTCGCCATTACATAATCTTCAAAATCTTGAAGTTCTTGATCTTGGCACT 

AAGTTTATAAAAATTGCTAACCTCAGCATGTTTAAACAATTTAAAAGACTGAAAGTCATAGA 

TCTTTCAGTGAATAAAATATCACCTTCAGGAGATTCAAGTGAAGTTGGCTTCTGCTCAAATG 

CCAGAACTTCTGTAGAAAGTTATGAACCCCAGGTCCTGGAACAATTACATTATTTCAGATAT 

GATAAGTATGCAAGGAGTTGCAGATTCAAAAACAAAGAGGCTTCTTTCATGTCTGTTAATGA 

AAGCTGCTACAAGTATGGGCAGACCTTGGATCTAAGTAA7\AATAGTATATTTTTTGTCAAGT 

CCTCTGATTTTCAGCATCTTTCTTTCCTCAAATGCCTGAATCTGTCAGGAAATCTCATTAGC 

CAAACTCTTAATGGCAGTGAATTCCAACCTTTAGCAGAGCTGAGATATTTGGACTTCTCCAA 

CAACCGGCTTGATTTACTCCATTCAACAGCATTTGAAGAGCTTCAC7VAACTGGAAGTTCTGG 

ATATAAGCAGTAATAGCCATTATTTTCAATCAGAAGGAATTACTCATATGCTAAACTTTACC 

AAGAACCTAAAGGTTCTGCAGAAACTGATGATGAACGACAATGACATCTCTTCCTCCACCAG 

CAGGACCATGGAGAGTGAGTCTCTTAGAACTCTGGAATTCAGAGGAAATCACTTAGATGTTT 

TATGGAGAGAAGGTGATAACAGATACTTACAATTATTCAAGAATCTGCTAAAATTAGAGGrfA 

TTAGACATCTCTAAAAATTCCCTAAGTTTCTTGCCTTCTGGAGTTTTTGATGGTATGCCTCC 

AAATCTAAAGAATCTCTCTTTGGCCAAAAATGGGCTCAAATCTTTCAGTTGGAAGAAACTCC 

AGTGTCTAAAGAACCTGGAAACTTTGGACCTCAGCCACAACCAACTGACCACTGTCCCTGAG 

AGATTATCCAACTGTTCCAGAAGCCTCAAGAATCTGATTCTTAAGAATAATCA7^ATCAGGAG 

TCTGACGAAGTATTTTCTACAAGATGCGTTCCAGTTGCGATATCTGGATCTCAGCTCAAATA 

AAATCCAGATGATCCAAAAGACCAGCTTCCCAGAAAATGTCCTCAACAATCTGAAGATGTTG 

CTTTTGCATCATAATCGGTTTCTGTGCACCTGTGATGCTGTGTGGTTTGTCTGGTGGGTTAA 

CCATACGGAGGTGACTATTCCTTACCTGGCCACAGATGTGACTTGTGTGGGGCCAGGAGCAC 

ACAAGGGCCAAAGTGTGATCTCCCTGGATCTGTACACCTGTGAGTTAGATCTGACTAACCTG 

ATTCTGTTCTCACTTTCCATATCTGTATCTCTCTTTCTCATGGTGATGATGACAGCAAGTCA 

CCTCTATTTCTGGGATGTGTGGTATATTTACCATTTCTGTAAGGCCAAGATAAAGGGGTATC 

AGCGTCTAATATCACCAGACTGTTGCTATGATGCTTTTATTGTGTATGACACTAAAGACCCA 

GCTGTGACCGAGTGGGTTTTGGCTGAGCTGGTGGCCAAACTGGAAGACCCAAGAGAGAAACA 

TTTTAATTTATGTCTCGAGGAAAGGGACTGGTTACCAGGGCAGCCAGTTCTGGATyVACCTTT 

CCCAGAGCATACAGCTTAGCAAAAAGACAGTGTTTGTGATGACAGACAAGTATGCAZyVGACT 

GAAAATTTTAAGATAGCATTTTACTTGTCCCATGAGAGGCTCATGGATGAAAAAGTTGATGT 

GATTATCTTGATATTTCTTGAGAAGCCCTTTCAGAAGTCCAAGTTCCTCCAGCTCCGGAAAA 

GGCTCTGTGGGAGTTCTGTCCTTGAGTGGCCAACAAACCCGCAAGCTCACCCATACTTCTGG 

CAGTGTCTAAAGAACGCCCTGGCCACAGACAATCATGTGGCCTATAGTCAGGTGTTCAAGGA 

AACGGTCTAGCCCTTCTTTGCAAAACACAACTGCCTAGTTTACCAAGGAGAGGCCTGGC 
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MVFPMWTLKRQILILFNIILISKELGARWFPKTLPCDVTLDVPKNHVIVDCTDKHLTEIPGG 

IPTNTTNLTLTINHIPDISPASFHRLDHLVEIDFRCNCVPIPLGSKNNMCIKRLQIKPRSFS 

GLTYLKSLYLDGNQLLEIPQGLPPSLQLLSLEANNIFSIRKENLTELANIEILYLGQNCYYR 

NPCYVSYSIEKDAFLNLTKLKYLSLKDNNVTAVPTVLPSTLTELYLYNNMIAKIQEDDFN^ 

NQLQILDLSGNCPRCYNAPFPCAPCKNNSPLQIPVNAFDALTELKVLRLHSNSLQHVPPRWF 

KNINKLQELDLSQNFLAKEIGD7UCFLHFLPSLIQLDLSFNFELQVYRASMNLSQAFSSLKSL 

KILRIRGYVFKELKSFNLSPLHNLQNLEVLDLGTNFIKIANLSMFT<QFKRLKVIDLSVNKIS 

PSGDSSEVGFCSNARTSVESYEPQVLEQLHYFRYDKYARSCRFKNKEASFMSVNESCYKYGQ 

TLDLSKNS I FFVKS S DFQHLS FLKCLNLSGNLI SQTLNGSEFQPLAELRYLDFSNNRLDLLH 

STAFEELHKLEVLDISSNSHYFQSEGITHMLNFTKNLKVLQKLMMNDNDISSSTSRTMESES 

LRTLE FRGNHLDVLWREGDNRYLQLFKNLLKLEELDI SKNSLS FLPSGVFDGMPPNLKNLSL 

AICNGLKSFSWKKLQCLEQTLETLDLSHNQLTTVPERLSNCSRSLKNLILKNNQIRSLTKYFLQ 

DAFQLRYLDLSSNKIQMIQKTSFPENVLNNL^ 

YLATDVTCVGPGAHKGQSVISLDLYTCEL^ 

Y I YH FCKAK I KG YQRL I S PDCCYDAFI VYDTKDPAVTE WVLAELVAKLEDPREKHFNLCLEE 
RDWLPGQP VLENLS QS I QLSKKTVFVMTDKYAKTENFKIAFYLSHQRLMDEKVDVI ILI FLE 
KPFQKSKFLQLRKRLCGSSVLEWPTNPQAHPYFWQCLKNALATDNHVAYSQVFKETV 
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FIGURE 21 OA 



GGGTACCATTCTGCGCTGCTGC^GTTACGGAATG^ 

AACATGTTCCTTCAGTCGTCAATGCTGACCTGCATTTTCCTGCTAATATCTGGTTCCTGTGA 
GTTATGCGCCGAAGAAAATTTTTCTAGAAGCTATCCTTGTGATGAGA7VAAAGCAAAATGACT 
CAGTTATTGCAGAGTGCAGCAATCGTCGACTACAGGAAGTTCCCCAAACGGTGGGCAAATAT 
GTGAC^GAACTAGACCTGTCTGATAATTTCATCACA(^CATAACGAATGAATCATTTCAAGG 
GCTGCAAAATCTCACTAAAATAAATCTAAACCACAACCCCAATGTACAGCACCAGAACGGAA 
ATCCCGGTATACAATCAAATGGCTTGAATATCACAGACGGGGCATTCCTCAACCTAAAAAAC 
CTAAGGGAGTTACTGCTTGAAGACAACCAGTTACCCCAAATACCCTCTGGTTTGCCAGAGTC 
T T T G AC AG AAC T T AG T C TAAT T CAAAACAAT AT AT AC AAC AT AAC T AAAGAG GGCAT T T CAA 
GACTTATAAACTTGA7yyyVTCTCTATTTGGCCTGGAACTGCTATTTTAACAAAGTTTGCGAG 
AAAACTAACATAGAAGATGGAGTATTTGAAACGCTGACAAATTTGGAGTTGCTATCACT^ATC 
TTTCAATTCTCTTTCACXCGTGCCACCCAAACTGCCAAGCTCCCTACGCA71ACTTTTTCTGA 
GCAACACCCAGATCAAATACATTAGTGAAGAAGATTTO\AGGGATTGAT7y^ATTTAACATTA 
CTAGATTTAAGCGGGAACTGTCCGAGGTGCTTCAATGCCCCATTTCCATGCGTGCCTTGTGA 
TGGTGGTGCTTCAATTAATATAGATCGTTTTGCTTTTCAAAACT 

TAAACCTCTCTAGCACTTCCCTCAGGAAGATTAATGCTGCCTGGTTTAAAAATATGCCTCAT 
CTGAAGGTGCTGGATCTTGAATTCAACTATTTAGTGGGAGAAATAGTCTCTGGGGCATTTTT 
AACGATGCTGCCCCGCTTAGAAATACTTGACTTGTCTTTTAACTATATAAAGGGGAGTTATC 
CACAGCATATTAATATTTCCAGAAACTTCTCTAAACTTTTGTCTCTAQGGGCATTGCATTTA 
AGAGGTTATGTGTTCCAGGAACTCAGAGAAGATGATTTCCAGCCCCTGATGCAGCTTCCAAA 
CTTATCGACTATCAACTTGGGTATTAATTTTATT7^AGCAAATCGATTTCAAACTTTTCCAAA 
ATTTCTCCAATCTGGAAATTATTTACTTGTCAGAAAACAGAATATCACCGTTGGTAAAAGAT 
ACCCGGCAGAGTTATGCAAATAGTTCCTCTTTTCAACGTCATATCCGGAAACGACGCTCAAC 
AGATTTTGAGTTTGACCCACATTCGAACTTTTATCATTTCACCCGTCCTTTAATAAAGCCAC 
AATGTGCTGCTTATGGAAAAGCCTTAGATTTAAGCCTCAACAGTATTTTCTTCATTGGGCCA 
AACCAATTTGAAAATCTTCCTGACATTGCCTGTTTAAATCTGTCTGCAAATAGCAATGCTCA 
AGTGTTAAGTGGAACTGAATTTTC^GCCATTCCTCATGTCAAATATTTGGATTTGACAAACA 
ATAGACTAGACTTTGATAATGCTAGTGCTCTTACTGAATTGTCCGACTTGGAAGTTCTAGAT 
CTCAGCTATAATTCACACTATTTCAGAATAGGk^ 

AAATTTCACAAATCTAAAAGTTTTAAACTTGAGCC^C^C^CATTTATACTTTAACAGATA 

AGTATAACCTGGAAAGCAAGTCCCTGGTAGAATTAGTTTTCAGTGGCAATCGCCTTGACATT 

TTGTGGAATGATGATGACAACAGGTATATCTCCATTTTCAJ^AGGTCTCAAGAATCTGACACG 

TCTGGATTTATCCCTTAATAGGCiTGAAGCACATCCCAAATGAAGCATTCCTTAATTTGCCXG 

CGAGTCTCACTGAACTACATATAAATGATAATATGTTATVAGTTTTTTT^ACTGGACATTACTC 

CAGCAGTTTCCTCGTCTCGAGTTGCTTGACTTACGTGGAAACAAACTACTCTTTTTAACTGA 

TAGCCTATCTGACTTTACATCTTCCCTTCGGACACTGCTGCTGAGTCATAACAGGATTTCCC 

ACCTACCCTCTGGCTTTCTTTCTGAAGTCAGTAGTCTGAAGCACCTCGATTTAAGTTCCAAT 

CTGCTAAAAACAATCAACAAATCCGCACTTGAAACTAAGACCACCACCAAATTATCTATGTT 

GGAACTACACGGAAACCCCTTTGAATGCACCTGTGACATTGGAGATTTCCGAAGATGGATGG 

ATGAACATCTGAATGTCAAAATTCCCAGACTGGTAGATGTCATTTGTGCCAGTCCTGGGGAT 

CAAAGAGGGAAGAGTATTGTGAGTCTGGAGCTAACAACTTGTGTTTCAGATGTCACTGCAGT 

GATATTATTTTTCTTCACGTTCTTTATCACCACCATGGTTATGTTGGCTGCCCTGGCTCACC 

ATTTGTTTTACTGGGATGTTTGGTTTATATATAATGTGTGTTTAGCTAAGGTAAAAGGCTAC 

AGGTCTCTTTCCACATCCCT^ACTTTCTATGATGCTTACATTTCTTATGACACCAAAGATGC 

CTCTGTTACTGACTGGGTGATAAATGAGCTGCGCTACCACCTTGAAGAGAGCCGAGACAAAA 

ACGTTCTCCTTTGTCTAGAGGAGAGGGATTGGGACCCGGGATTGGCCATCATCGACAACCTC 

ATGCAGAGCATCAACCAAAGC^GAAAAC^GTATTTGTTTTAACCAAAAAATATG 

CTGGAACTTTAAAACAGCTTTTTACTTGGCTTTGCAGAGGCTAATGGATGAGAACATGGATG 

TGATTATATTTATCCTGCTGGAGCCAGTGTTACAGCATTCTCAGTATTTGAGGCTACGGCAG 

CGGATCTGTAAGAGCTCCATCCTCCAGTGGCCTGACAACCCGAAGGCAGAAGGCTTGTTTTG 

GCAAACTCTGAGAAATGTGGTCTTGACTGAAAATGATTCACGGTATAACAATATGTATGTCG 

ATTCCATTAAGCAATACT^CTGACGTTAAGTCATGATTTCGCGCCATAATAAAGATGCAAA 

GGAATGACATTTCTGTATTAGTTATCTATTGCTATGTAACAAATTATCCCAAAACTTAGTGG 

TTTAAAACAACACATTTGCTGGCCCACAGTTTTTGAGGGTCAGGAGTCCAGGCCCAGCATAA 
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FIGURE 21 OB 

CTGGGTGCTCTGCTCAGGGTGTCfCAGAGGCTGCAATGTAGGTGTTCACCAGAGACATAGGC 

ATCACTGGGGTCACACTCATGTGGTTGTTTTCTGGATTCAATTCCTCCTGGGCTATTGGCCA 

AAGGCTATACTCATGTAAGCCATGCGAGCCTCTCCCACAAGGCAGCTTGCTTCATCAGAGCT 

AGCAAAAAAGAGAGGTTGCTAGCAAGATGAAGTCACAATCTTTTGTAATCGAATCAAAA7VAG 

TGATATCTCATCACTTTGGCCATATTCTATTTGTTAGAAGTAAACCACAGGTCCCACCAGCT 

CCATGGGAGTGACCACCTCAGtCCAGGGAAAACAGCTGAAGACCAAGATGGTGAGCTCTGAT 

TGCTTCAGTTGGTCATCAACTATTTTCCCTTGACTGCTGTCCTGGGATGGCCTGCTATCTTG 

ATGATAGATTGTGAATATCAGGAGGCAGGGATCACTGTGGACCATCTTAGCAGTTGACCTAA 

CACATCTTGTTTTCAATATCTAAGAACTTTTGCCACTGTGACTT^ATGGTCCTAATATTAAGC 

TGTTGTTTATATTTATCATATATCTATGGCTACATGGTTATATTATGeTGTGGTTGCGTTCG 

GTTTTATTTACAGTTGCTTTTACAAATATTTGCTGTAACATTTGACTTCTAAGGTTTAGATG 

CCATTTAAGAACTGAGATGGATAGCTTTTAAAGCATCTTTTACTTCTTACCATTTTTTAAAA 

GTATGCAGCTAAATTCGAAGCTTTTGGTCTATATTGTTAATTGCCATTGCTGTAAAtCTTAA 

AATGAATGAATAAAAATGTTTCATTTTACAAAAAAAAAAAAAAAA 
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FIGURE 211 



MENMFLQSSMLTC I FLLI SGSCELCAEENFSRSYPCDEKKQNDSVIAECSNRRLQEVPQTVG 
KYVTELDLSDNFITHITNESFQGLQNLTKINLNHNPNVQHQNGNPGIQSNGLNITDGAFLNL 
KNLRELLLEDNQLPQIPSGLPESLTELSLIQNNIYNITKEGISRLINLKNLYLAWNCYFNKV 



CEKTNIEDGVFETLTNLELLSLSFNSLSHVPPKLPSSLRKLFLSNTQIKYISEEDFKGLINL 
TLLDLSGNCPRCFNAPFPCVPCDGGASINIDRFAFQNLTQLRYLNLSSTSLRKINAAWFKNM 
PHLKVLDLEFNYLVGEIVSGAFLTMLPRLEIL^ 

HLRGYVFQELREDDFQPLMQLPNLSTINLGINFIKQIDFKLFQNFSNLEIIYLSENRISPLV 
KDTRQSYANSSSFQRHIRKRRSTDFEFDPHSNFYHFTRPLIKPQCAAYGKALDLSLNSIFFI 
GPNQFENLPDIACLNLSANSNAQVLSGTEFSAIPHVKYLDLTNNRLDFDNASALTELSDLEV 
LDLSYNSHYFRIAGVTHHLEFIQNFTNLKVLNLSHNNIYTLTDKYNLESKSLVELVFSGNRL 
DI LWNDDDNRY I S I FKGLKNLTRLDLSLNRLKHI PNEAFLNLPASLTELHINDNMLKFFNWT 
LLQQFPRLELLDLRGNKLLFLTDSLSDFTSSLRTLLLSHNRISHLPSGFLSEVSSLKHLDLS 
SNLLKTINKSALETKTTTKLSMLELHGNPFECTCDIGDFRRWMDEHLNVKIPRLVDVICASP 

GDQRGKSIVSLELTTCVSDVTAViLFFFTFFITTMVMLAALAHHLFYW 
GYRSLSTSQTFYDAYISYDTKDASWDWINELRYHLEESRDKNVLLCLEERDWDPGLAIID 

NLMQS INQSKKTVFVLTKKYAKSWNFKTAFYLALQRLMDENMDVI I FILLEPVLQHSQYLRL 

RQRI CKS S I LQWPDNPKAEGLFWQTLRNWLTENDSRYNNMYVDS IKQY 
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FIGURE 212 



CCAGGTCCAACTGCACCTCGGTTCTATCGATTGAATTCCCCGGGGATCCTCTAGAGATCCCT 

CGACCTCGACCGACGCGTCCGCCAAGCTGGCCCTGCACGGCTGCAAGGGAGGCTCCTGTGGA 

CAGGCCAGGCAGGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGC 

AAGGGCTAGGGTCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGC 

TCCAGCAGCATCAGCAGCCCCCAGGACCGGGGAGGCACAGGTGGCCCCCACCACCCGGAGGA 

GCAGCTCCTGCCCCTGTCCGGGGGATGACTGATTCTCCTCCGCCAGGCCACCCAGAGGAGAA 

GGCCACCCCGCCTGGAGGCACAGGCCATSAGGGGCTCTCAGGAGGTGCTGCTGATGTGGCTT 

CTGGTGTTGGCAGTGGGCGGCACAGAGCACGCCTACCGGCCCGGCCGTAGGGTGTGTGCTGT 

CCGGGCTCACGGGGACCCTGTCTCCGAGTCGTTCGTGCAGCGTGTGTACCAGCCCTTCCTCA 

CCACCTGCGACGGGCACCGGGCCTGCAGCACCTACCGAACCATCTATAGGACCGCCTACCGC 

CGCAGCCCTGGGCTGGCCCCTGCCAGGCCTCGCTACGCGTGCTGCCCCGGCTGGAAGAGGAC 

CAGCGGGCTTCCTGGGGCCTGTGGAGCAGCAATATGCCAGCCGCCATGCCGGAACGGAGGGA 

GCTGTGTCCAGCCTGGCCGCTGCCGCTGCCCTGCAGGATGGCGGGGTGACACTTGCCAGTCA 

GATGTGGATGAATGCAGTGCTAGGAGGGGCGGCTGTCCCCAGCGCTGCATCAACACCGCCGG 

CAGTTACTGGTGCCAGTGTTGGQAGGGGGACAGCCTGTCTGCAGACGGTACACTCTGTGTGC 

CCAAGGGAGGGCCCCCCAGGGTGGCCCCCAACCCGACAGGAGTGGACAGTGCAATGAAGGAA 

GAAGTGCAGAGGCTGCAGTCCAGGGTGGACCTGCTGGAGGAGAAGCTGCAGCTGGTGCTGGC 

CCCACTGCACAGCCTGGCCTCGCAGGCACTGGAGCATGGGCTGCCGGACCCCGGCAGCCTCC 

TGGTGCACTCCTTCCAGCAGCTCGGCCGCATCGACTCCCTGAGCGAGCAGATTTCCTTCCTG 

GAGGAGCAGCTGGGGTCCTGCTCCTGCAAGAAAGACTCGTSACTGCCCAGCGCCCCAGGCTG 

GACTGAGCCCCTCACGCCGCCCTGCAGCCCCCATGCCCCTGCCCAACATGCTGGGGGTCCAG 

AAGCCACCTCGGGGTGACTGAGCGGAAGGCCAGGCAGGGCCTTCCTCCTCTTCCTCCTCCCC 

TTCCTCGGGAGGCTCCCCAGACCCTGGCATGGGATGGGCTGGGATCTTCTCTGTGAATCCAC 

CCCTGGCTACCCCCACCCTGGCTAGCCCAACGGCATCCCAAGGCCAGGTGGGCCCTCAGCTG 

AGGGAAGGTACGAGCTCCCTGCTGGAGCCTGGGACCCATGGCACAGGCCAGGCAGCCCGGAG 

GCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGACCCCCAGCACAATAAAAATGAAACGTGA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCTAGAGT 

CGACCTGCAG7\AGCTTGGCCGCCATGGCCCAACTTGTTTATTGCAGCTTATAATGGTTACAAAT 
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FIGURE 213 



MRGSQEVLLMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSESFVQRVYQPFLTTCDGHRAC 

STYRTIYRTAYRRSPGLAPARPRYACCPGWKRTSGLPGACGAAICQPPCRNGGSCVQPGRCR 

CPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA 

iPNPTGVDSAMKEEVQRLQSRVT)LLEEKLQLVLAPLHSLASQALEHGLPDP 

RIDSLSEQISFLEEQLGSCSCKKPS 
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FIGURE 214 

GCCAGGCAGGTGGGCCTCAGGAGCiTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGCAAG 
GGCTAGGGTCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGCTCC 
AGCAGCATCAGAGCAGCCCCTGTGGTTGGCAGCAAAGTTCAGCTTGGCTGGGCCCGCTGTGA 
GGGGCTTCGCGCTACGCCCTGGGGTGTCCCGAGGGCTGAGGTCTCCTCATCTTCTGCCTAGC 
AGTGGATGAGCAACCCAACGGGGGCCCGGGGAGGGGAACTGGCCCCGAGGGAGAGGAACCCC 
AAAGCCACATCTGTAGCCAGGATGAGCAGTGTGAATCCAGGCAGCCCCCAGGACCGGGGAGG 
CACAGGTGGCCCCCACCACCCGGAGGAGCAGCTCCTGCCCCTGTCCGGGGGATGACTGATTC 
TCCTCCGCCAGGCCACCCAGAGGAGAAGGCCACCCCGCCTGGAGGCACAGGCCAISAGGGGC 
TCTCAGGAGGTGCTGCTGATGTGGCTTCTGGTGTTGGCAGTGGGCGGCACAGAGCACGCCTA 
CCGGCCCGGCCGTAGGGTGTGTGCTGTCCGGGCTCACGGGGACCCTGTCTCCGAGTCGTTCG 
TGCAGCGTGTGTACCAGCCCTTCCTCACCACCTGCGACGGGCACCGGGCCTGCAGCACCTAC 
CGAACCATCTATAGGACCGCCTACCGCCGCAGCCCTGGGCTGGCCCCTGCCAGGCCTCGCTA 
CGCGTGCTGCCCCGGCTGGAAGAGGACCAGCGGGCTTCCTGGGGCCTGTGGAGCAGCAATAT 
GCCAGCCGCCATGCCGGAACGGAGGGAGCTGTGTCCAGCCTGGCCGCTGCCGCTGCCCTGCA 
GGATGGCGGGGTGACACTTGCCAGTCAGATGTGGATGAATGCAGTGCTAGGAGGGGCGGCTG 
TCCCCAGCGCTGCATCAACACCGCCGGCAGTTACTGGTGCCAGTGTTGGGAGGGGCACAGCC 
TGTCTGCAGACGGTACACTCTGTGTGCCCAAGGGAGGGCCCCCCAGGGTGGCCCCCAACCCG 
ACAGGAGTGGACAGTGCAATGAAGGAAGAAGTGCAGAGGCTGCAGTCCAGGGTGGACCTGCT 
GGAGGAGAAGCTGCAGCTGGTGCTGGCCCCACTGCACAGCCTGGCCTCGCAGGCACTGGAGC 
ATGGGCTCCCGGACCCCGGCAGCCTCCTGGTGCACTCCTTCCAGCAGCTCGGCCGCATCGAC 
TCCCTGAGCGAGCAGATTTCCTTCCTGGAGGAGCAGCTGGGGTCCTGCTCCTGCAAG7y\AGA 
CTCGTGACTGCCGAGCGCTCCAGGCTGGACTGAGCCCCTCACGCCGCCCTGCAGCGCCCATG 
CCCCTGCCCAACATGCTGGGGGTCCAGAAGCCACCTCGGGGTGACTGAGCGGAAGGCCAGGC 
AGGGCCTTCCTCCTCTTCCTCCTCCCCTTCCTCGGGAGGCTCCCCAGACCCTGGCATGGGAT 
GGGCTGGGATCTTCTCTGTGAATCCACCCCTGGCTACCCCCACCCTGGCTACCCCAACGGCA 
TCCCAAGGCCAGGTGGACCCTCAGCTGAGGGAAGGTACGAGCTCCCTGCTGGAGCCTGGGAC 
CCATGGCACAGGCCAGGCAGCCCGGAGGCTGGGTGGGGCCTCAGTGGGGGCTGCTGCCTGAC 
CCCCAGCACAATAAAAATGAAACGTG 
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FIGURE 215 



MRGSQEVLItMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSES FVQRVYQPFLTTCDGHRAC 
STYRTIYRTAYRRSPGLAPARPRYACCPGWKRTSGLPGACGAAICQPPCRNGGSCVQPGRCR 
CPAGWRGDTCQSDVDECSARRGGCPQRCINTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA 
PNPTGVDSAMKEEVQRLQSRVDLLEEKLQLVLAPLHSLASQALEHGLPDPGSLLVHSFQQLG 
RIDSLSEQISFLEEQLGSCSCKKDS 
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FIGURE 216 



CCCACGCGTCCGAAGCTGGCCCT(3CACGGCTGCAAGGGAGGCTCCTGTGGACAGGCCAGGCA 

GGTGGGCCTCAGGAGGTGCCTCCAGGCGGCCAGTGGGCCTGAGGCCCCAGCAAGGGCTAGGG 

TCCATCTCCAGTCCCAGGACACAGCAGCGGCCACCATGGCCACGCCTGGGCTCCAGCAGCAT 

CAGCAGCCCCCAGGACCGGGGAGGCACAGGTGGCCCCCACCACCCGGAGGAGCAGCTCCTGC 

CCCTGTCCGGGGGATGACTGATTCTCCTCCGCCAGGCCACCCAGAGGAGAAGGCCACCCCGC 

CTGGAGGCACAGGCCATjSAGGGGCTCTCAGGAGGTGCTGCTGATGTGGCTTCTGGTGTTGGC 

AGTGGGCGGCACAGAGCACGCCTACCGGCCCGGCCGTAGGGTGTGTGCTGTCCGGGCTCACG 

GGGACCCTGTCTCCGAGTCGTTCGTGCAGCGTGTGTACCAGCCCTTCCTCACCACCTGCGAC 

GGGCACCGGGCCTGCAGCACCTACCGAACCATCTATAGGACCGCCTACCGCCGCAGCCCTGG 

GCTGGCCCCTGCCAGGCCTCGCTACGCGTGCTGCCCCGGCTGGAAGAGGACCAGCGGGCTTC 

CTGGGGCCTGTGGAGCAGCAATATGCCAGCCGCCATGCCGGAACGGAGGGAGCTGTGTCCAG 

CCTGGCCGCTGCCGCTGCCCTGCAGGATGGCGGGGTGAGACTTGCCAGTCAGATGTGGATGA 

ATGCAGTGCTAGGAGGGGCGGCTGTCCCCAGCGCTGCGTCAACACCGCCGGCAGTTACTGGT 

GCCAGTGTTGGGAGGGGCACAGCCTGTCTGCAGACGGTACACTCTGTGTGCCCAAGGGAGGG 

CCCCCCAGGGTGGCCCCCAACCCGACAGGAGTGGACAGTGCAATGAAGGAAGAAGTGCAGAG 

GCTGCAGTCCAGGGTGGACCTGCTGGAGGAGAAGCTGCAGCTGGTGCTGGCCCCACTGCACA 

GCCTGGCCTCGCAGGCACTGGAGCATGGGCTCCCGGACCCCGGCAGCCTCCTGGTGCACTCC 

TTCCAGCAGCTCGGCCGCATCGACTCCCTGAGCGAGCAGATTTCCTTCCTGGAGGAGCAGCT 

GGGGTGCTGCTCCTGCAAGAAAGACTCGTjSACTGCCCAGCGCCCCAGGCTGGACTGAGCCCC 
TCACGCCGCCCTGCAGCCCCCATGCCCCTGCCCAACATGCTGGGGGTCCAGAAGCCACCTCG 
GGGTGACTGAGCGGAAGGCCAGGCAGGGCCTTCCTCCTCTTCCTCCTCCCCTTCCTCGGGAG 
GCTCCCCAGACCCTGGCATGGGATGGGCTGGGATCTTCTCTGTGAATCCACCCCTGGCTACC 
CCCACCCTGGCTACCCCAACGGCATCCCAAGGCCAGGTGGGCCCTCAGCTGAGGGAAGGTAC 
GAGCTCCCTGCTGGAGCCTGGGACCCATGGCACAGGCCAGGCAGCCCGGAGGCTGGGTGGGG 
CCTCAGTGGGGGCTGCTGCCTGACCCCCAGCACAATAAAAATGAAACGTG 
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FIGURE 217 



MRGS QEVLLMWLLVLAVGGTEHAYRPGRRVCAVRAHGDPVSES FVQRVYQPFLTTCDGHRAC 
STYRTIYRTAYRRSPGLAPARPRYACCPGWKRTSGLPGACGAAICQPPCRNGGSCVQPGRCR 
CPAGWRGDTCQSDVDECSARRGGCPQRCVNTAGSYWCQCWEGHSLSADGTLCVPKGGPPRVA 
PNPTGVDSAMKEEVQRLQSRVT)LLEEKLQLVLAPLHSLASQALEHGLPDPGSLLVHSFQ*QLG 
RIDSLSEQISFLEEQLGSCSCKKDS 



WO 99/46281 



PCT/US99/05028 



FIGURE 218 



GGTTGCCACAGCTGGTTTAGGGCCCCGACCACTGGGGCCCCTTGTCAGGAGGAGACAGCCTC 
CCGGCCCGGGGAGGACAAGTCGCTGCCACCTTTGGCTGCCGACGTGATTCCCTGGGACGGTC 
CGTTTCCTGCCGTCAGCTGCCGGCCGAGTTGGGTCTCCGTGTTTCAGGCCGGCTCCCCCTTC 
CTGGTCTCCCTTCTCCCGCTGGGCCGGTTTATCGGGAGGAGATTGTGTTCCAGGGCTAGCAA 
TTGGACTTTTGATGATGTTTGACCCAGCGGCAGGAATAGCAGGCAACGTGATTTCAAAGCTG 
GGCTCAGCCTCTGTTTCTTCTCTCGTGTAATCGCAAAACCCATTTTGGAGCAGGAATTCCAA 
TCATSTCTGTGATGGTGGTGAGAAAGAAGGTGACACGGAAATGGGAGAAACTCCCAGGCAGG 
AACACCTTTTGCTGTGATGGCCGCGTCATGATGGCCCGGCAAAAGGGCATTTTCTACCTGAC 
CCTTTTCCTCATCCTGqGGACATGTACACTCTTCTTCGCCTTTGAGTGCCGCTACCTGGCTG 
TTCAGCTGTCTCCTGCCATCCCTGTATTTGCTGCCATGCTCTTCCTTTTCTCCATGGCTACA 
CTGTTGAGGACCAGCTTCAGTGACCCTGGAGTGATTCCTCGGGCGCTACCAGATGAAGCAGC 
TTTCATAGAAATGGAGATAGAAGCTACGAATGGTGCGGTGCCCCAGGGCCAGCGACCACCGC 
CTCGTATCAAGAATTTCCAGATAAACAACCAGATTGTGAAACTGAAATACTGTTACACATGC 
AAGATCTTCCGGCCTCCCCGGGCCTCCCATTGCAGCATCTGTGACAACTGTGTGGAGCGCTT 
CGACCATCACTGCCCCTGGGTGGGGAATTGTGTTGGAAAGAGGAACTACCGCTACTTCTACC 
TCTTCATCCTTTCTCTCTCCCTCCTCACAATC ( TATGTCTTCGCCTTCAACATCGTCTATGTG 
GCCCTCAAATCTTTGAAAATTGGCTTCTTGGAGACATTGAAAGAAACTCCTGGAACTGTTCT 
AGAAGTCCTCATTTGCTTCTTTAGACTCTGGTCCGTCGTGGGACTGACTGGATTTCATACTT 

tcctcgtggctctcaaccagacaaccaatgaagacatcaaaggatcatggacagggaagaat 
cgcgtccagaatgcctagagccatggcaatattgtgaagaactgctgtgaagtgctgtgtgg 
ccccttgccccccagtgtgctggatcgaaggggtattttgccactggaggaaagtggaagtc 
gacctcccagtactcaagagaccagtaggagcctcttgccacagagcccagcccccacagaa 
cacctgaactcaaatgagatgccggaggacagcagcactcccgaagagatgccacctccaga 
gcccccagagccaccacaggaggcagctgaagctgagaagtascctatctatggaagagact 
tttgtttgtgtttaattagggctatgagagatttcaggtgagaagttaaacctgagacagag 
agcaagtaagctgtcccttttaactgtttttgtttggtctttagtcacccagttgcacactg 

GCATTTTCTTGCTGCAAGCTTTTTTAAATTTCTGAACTCAAGGCAGTGGCAGAAGATGTCAG 

TCACCTCTGATAACTGGAAAAATGGGTCTCTTGGGCCCTGGCACTGGTTCTCCATGGCCTCA 

GCCACAGGGTCCCCTTGGACCCCCTCTCTTCCCTCCAGATCCCAGCCCTCCTGCTTGGGGTC. 

ACTGGTCTCATTCTGGGGCTAAAAGTTTTTGAGACTGGCTCAAATCCTCCCAAGCTGCTGCA 

CGTGCTGAGTCCAGAGGCAGTCACAGAGACCTCTGGCCAGGGGATCCTAACTGGGTTCTTGG 

GGTCTTCAGGACTGAAGAGGAGGGAGAGTGGGGTCAGAAGATTCTCCTGGCCACCAAGTGCC 

AGCATTGCCCACAAATCCTTTTAGGAATGGGACAGGTACCTTCCACTTGTTGTANNNNNNNN 

NN1WNNNNNNNNNNNNNNNTTGTTTTTCCTTTTGACTCCTGCTCCCATTAGGAGCAGG 

GCAGTAATAAAAGTCTGCACTTTGGTCATTTCTTTTCCTCAGAGGAAGCCCGAGTGCTCACT 

TAAACACTATCCCCTCAGACTCCCTGTGTGAGGCCTGCAGAGGCCCTGAATGCACAAATGGG 

AAACCAAGGCACAGAGAGGCTCTCCTCTCCTCTCCTCTCCCCCGATGTACCCTCAAAAAAAA 

AAAAATGCTAACCAGTTCTTCCATTAAGCCTCGGCTGAGTGAGGGAAAGCCCAGCACTGCTG 

CCCTCTCGGGTAACTCACCCTAAGGCCTCGGCCCACCTCTGGCTATGGTAACCACACTGGGG 

GCTTCCTCCAAGCCCCGCTCTTCCAGCACTTCCACGGGCAGAGTCCCAGAGCCACTTCACCC 

TGGGGGTGGGCTGTGGCCCCCAGTCAGCTCTGCTCAGGACCTGCTCTATTTCAGGGAAGAAG 

ATTTATGTATTATATGTGGCTATATTTCCTAGAGCACCTGTGTTTTCCTCTTTCTAAGCCAG 

GGTCCTGTCTGGATGACTTATGCGGTGGGGGAGTGTAAACCGGAACTTTTCATCTATTTGAA 

GGCGATTAAACTGTGTCTAATGCA 
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FIGURE 219 



MSVMWRKKVTRKWEKLPGRNTFCCDGRVMMARQKGIFYLTLFLILGTCTLFFAFECRYLAV. 

QLSPAIPVFAAMLFLFSMATLLRTSFSDPGVIPRALPDEAAFIEMEIEATNGAVPQGQRPPP 

RIKNFQINNQIVKLKYCYTCKIFRPPRASHCSICDNCVERFDHHCPWVGNCVGKRNYRYFYL 

FILSLSLLTIYVFAFNIVYVALKSLKIGFLETLKETPGTVLEVLICFFTLWSVVGLTGFHTF 

LVALNQTTNEDIKGSWTGKNRVQNPYSHGNIVKNCCEVLCGPLPiPSVLDRRGILPLEESGSR 

PPSTQETSSSLLPQSPAPTEHLNSNEMPEDSSTPEEMPPPEPPEPPQEAAEAEK 
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FIGURE 220 



AAAACCCTGTATTTTTTACAATGCAAATAGACAATNANCCTGGAGGTCTTTGAATTAGGTAT 
TATAGGGATGGTGGGGTTGATTTTTNTTCCTGGAGGCTTTTGGCTTTGGACTCTCNCTTTCT 
CCCACAGAGCNCTTCGACCATGACTGCCCCTGGGTGGGGAATTGTGTTGGAAAGAGGAACTA 
CCGCTANTTCTACCTCTTCATQCTTTNTCTCTCCCNCCTCACAATCTATGTCTTCGCCTTCA 
ACATCGT 
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FIGURE 221 

GTTGTGTCCTTCAGCAA2\ACAGTGGATTTAAATCTCCTTGCACAAGCTTGAGAGCAACACAA 

TC T AT C AG G AAAG AAAG AAAGAAAAAAACC GAACC T GAC AAAAAAGAAGAAAAAGAAGAAGA 

AAAAAAATCA^AAAACCATCCAGCCAAAAATGC^(^TTCTATCTCTTGGGCAATCTTCAC 

GGGGCTGGCTGCTCTGTGTCTCTTCCAAGGAGTGCCCGTGCGCAGCGGAGATGCCACCTTCC 

CCAAAGCTATGGACAACGTGACGGTCCGGCAGGGGGAGAGCGCCACCCTCAGGTGCACTATT 

GACAACCGGGTCACCCGGGTGGCCTGGCTAAACCGCAGCACCATCCTCTATGCTGGGAATGA 

CAAGTGGTGCCTGGATCCTCGCGTGGTCCTTCTGAGCAACACCCAAACGCAGTACAGCATCG 

AGATCCAGAACGTGGATGTGTATGACGAGGGCCCTTACACCTGCTCGGTGCAGACAGACAAC 

CACCCAAAGACCTCTAGGGTCCACCTCATTGTGCAAGTATCTCCCAAAATTGTAGAGATTTC 

TTCAGATATCTCCATTAATGAAGGGAACAATATTAGCCTCACCTGCATAGCAACTGGTAGAC 

CAGAGCCTACGGTTACTTGGAGACACATCTCTCCCAAAGCGGTTGGCTTTGTGAGTGAAGAC 

GAATACTTGGAAATTCAGGGCATCACCCGGGAGCAGTCAGGGGACTACGAGTGCAGTGCCTC 

CAATGACGTGGCCGCGCCCGTGGTACGGAGAGTAAAGGTCACCGTGAACTATCCACCATACA 

TTTCAGAAGCCAAGGGTACAGGTGTCCCCGTGGGACAAAAGGGGACACTGCAGTGTGAAGCC 

TCAGCAGTCCCCTCAGCAGAATTCCAGTGGTACAAGGATGACAAAAGACTGATTGAAGGAAA 

GAAAGGGGTGAAAGTGGAAAACAGACCTTTCCTCTCAAAACTCATCTTCTTCAATGTCTCTG 

AACATGACTATGGGAACTACACTTGCGTGGCCTCCAACAAGCTGGGCCACACCAATGCCAGC 

ATCATGCTATTTGGTCCAGGCGCCGTCAGCGAGGTGAGCAACGGCACGTCGAGGAGGGCAGG 

CTGCGTCTGGCTGCTGCPTCTTCTGGTCTTGCACCTGCTTCTCAAATTTTGATGTGAGTGCG 

ACTTCCCCACCCGGGAAAGGCTGCCGCCACCACCACCACCAACACAACAGCAATGGCAACAC 

CGACAGCAACCAATCAGATATATACAAATGAAATTAGAAGAAACACAGCCTCATGGGACAGA 

AATTTGAGGGAGGGGAACAAAGAATACTTTGGGGGGAAAAGAGTTTTAAAAAAGAAATTGAA 

AATTGCCTTGCAGATATTTAGGTACAATGGAGTTTTCTTTTCCCAAACGGGAAGAACACAGC 

ACACCCGGCTTGGACCCACTGCAAGCTGCATCGTGCAACCTCTTTGGTGCCAGTGTGGGCAA 

GGGCTCAGCCTCTCTGCCCACAGAGTGCCCCCACGTGGAACATTCTGGAGCTGGCCATCCCA 

AATTCAATCAGTCCATAGAGACGAACAGAATGAGACCTTCCGGCCCAAGCGTGGCGCTGCGG 

GCACTTTGGTAGACTGTGCCACCACGGCGTGTGTTGTGAAACGTGAAATAAAAAGAGCAAAA 

AAAAA 
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MKT I QPKMHNS I SWAI FTGLAALCLFQGVPWSGDATFPKAMDNVTVRQGESATLRCT IDNR 
VTRVAWLNRSTILYAGNDKWCLDPRWLLSNTQTQYSIEIQNVDVYDEGPYTCSVQTDNHPK 
TSRVHLIVQVSPKIVEISSDISINEGNNISLTCIATGRPEPTVTWRHISPKAVGFVSEDEYL 
EIQGITREQSGDYECSASNDVJ^PVVRRVKVTVNYPPYISEAKGTGVPVGQKGTLQCEASAV 

PSAEFQWYKDDKRLTEGKKGVKVE^RPFLSKL 
FGPGAVSEVSNGTSRRAGCVWLLPLLVLHLLLKF 
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GAAAAAAAATCATGAAAACCATCC^GCCAAAAATGC^CAATTCTATCTCTTGGGCAATCTTC 
ACGGGGCTGGCTGCTCTGTGTCTCTTCCAAGGAGTGCCCGTGCGCAGCGGAGATGCCACCTT 
CCCCAAAGCTATGGACAACGTGACGGTCCGGCAGGGGGAGAGCGCCACCCTCAGGTGCACTA 
TTGACAACCGGGTCACCCGGGTGGCCTGGCTAAACCGCAGCACCATCCTCTATGCTGGGAAT 
GACAAGTGGTGCCTGGATCCTCGCGTGGTCCTTCTGAGCAACACCCAAACGCAGTACAGCAT 
CGAGATCCAGAACGTGGATGTGTATGACGAGGGCCCTTACACGTGCTCGGTGCAGACAGACA 
ACCACCCAAAGACCTCTAGGGTCCACCTCATTGTGCAAGTATCTCGCAAAATTGTAGAGATT 
TCTTCAGATATCTCCATTAATGAAGGGAACAATATTAGCCTCACCTGCATAGCAACTGGTAG 
ACCAGAG 
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ATGGCTGGTGACGGCGGGGCCGGGCAGGGGACCGGGGCCGCGGCCCGGGAGCGGGCCAGCTG 

GCGGGAGCCCTGAATCACCGCCTGGCCCGACTCCACCATSAACGTCGCGCTGCAGGAGCTGG 

GAGCTGGCAGCAACGTGGGATTCCAGAAGGGGACAAGACAGCTGTTAGGCTCACGCACGCAG 

CTGGAGCTGGTCTTAGCAGGTGCCTCTCTACTGCTGGCTGCACTGCTTCTGGGCTGCCTTGT 

GGCCCTAGGGGTCCAGTACCACAGAGACCCATCCCACAGCACCTGCCTTACAGAGGCCTGCA 

TTCGAGTGGCTGGAAAAATCCTGGAGTCCCTGGACCGAGGGGTGAGCCCCTGTGAGGACTTT 

TACCAGTTCTCCTGTGGGGGCTGGATTCGGAGGAACCCCCTGCCCGATGGGCGTTCTCGCTG 

GAACACCTTCAACAGCCTCTGGGACCAAAACCAGGCCATACTGAAGCACCTGCTTGAAAACA 

CCACCTTCAACTCCAGCA,GTGAAGCTGAGCAGAAGACACAGCGCTTCTACCTATCTTGCCTA 

CAGGTGGAGCGCATTGAGGAGCTGGGAGCCCAGCCACTGAGAGACCTCATTGAGAAGATTGG 

TGGTTGGAACATTACGGGGCCCTGGGACCAGGACAACTTTATGGAGGTGTTGAAGGCAGTAG 

CAGGGACCTACAGGGCCACCCCATTCTTGACCGTCTACATCAGTGCCGACTCTAAGAGTTCC 

AACAGCAATGTTATCCAGGTGGACCAGTCTGGGCTCTTTCTGCCCTCTCGGGATTACTACTT 

AAACAGAACTGCCAATGAG7VAAGTGCTCACTGCCTATCTGGATTACATGGAGGAACTGGGGA 

TGCTGCTGGGTGGGCGGCCCACCTCCACGAGGGAGCAGATGCAGCAGGTGCTGGAGTTGGAG 

ATACAGCTGGCCAACATCACAGTGCCCCAGGACPAGCGGCGCGACGAGGAGAAGATCTACCA 

CAA.GATGAGCATTTCGGAGCTGCAGGCTCTGGCGCCCTCCATGGACTGGCTTGAGTTCCTGT 

CTTTCTTGCTGTCACCATTGGAGTTGAGTGACTCTGAGCCTGTGGTGGTGTATGGGATGGAT 

TATTTGCAGCAGGTGTCAGAGCTCATCAACCGCACGGAACCAAGCATCCTGAACAATTACCT 

GATCTGGAACCTGGTGCAAAAGACAACCTCAAGCCTGGACCGACGCTTTGAGTCTGCACAAG 

AGAAGCTGCTGGAGACCCTCTATGGCACTAAGAAGTCCTGTGTGCCGAGGTGGCAGACCTGC 

ATCTCCAACACGGATGACGCCCTTGGCTTTGCTTTGGGGTCACTCTTCGTGAAGGCCACGTT 

TGACCGGGAAAGCAAAGAAATTGCAGAGGGGATGATCAGCGAAATCCGGACCGCATTTGAGG 

AGGCCCTGGGACAGCTGGTTTGGATGGATGAGAAGACCCGCCAGGCAGCCAAGGAGAAAGGA 

GATGCCATCTATGATATGATTGGTTTCCCAGACTTTATCCTGGAGCCCAAAGAGCTGGATGA 

TGTTTATGACGGGTAGGAAATTTCTGAAGATTCTTTCTTCCAAAACATGTTGAATTTGTACA 

ACTTCTCTGCCAAGGTTATGGCTGACCAGCTCCGCAAGCCTCCCAGCCGAGACCAGTGGAGC 

ATGACCCCCCAGACAGTGAATGCCTACTACCTTCCAACTAAGAATGAGATCGTCTTCCCCGC 

TGGCATCCTGCAGGCCCCCTTCTATGCCCGCAACCACCCCAAGGCCCTGAACTTCGGTGGCA 

TCGGTGTGGTCATGGGCCATGAGTTGACGCATGCCTTTGATGACCAAGGGCGCGAGTATGAC 

AAAGAAGGGAACCTGCGGCCCTGGTGGCAGAATGAGTCCCTGGCAGCCTTCCGGAACCACAC 

GGCCTGCATGGAGGAACAGTACAATCAATACCAGGTCAATGGGGAGAGGCTCAACGGCCGCC 

AGACGCTGGGGGAGAACATTACTGACAACGGGGGGCTGAAGGCTGCCTACAATGCTTACAAA 

GCATGGCTGAGAAAGCATGGGGAGGAGCAGCAACTGCCAGCCGTGGGGCTCACCAACCACCA 

GCTCTTCTTCGTGGGATTTGCCCAGGTGTGGTGCTCGGTCCGCACACCAGAGAGCTCTCACG 

AGGGGCTGGTGACCGACCCCCACAGCCCTGCCCGCTTCCGCGTGCTGGGCACTCTCTCCAAC 

TCCCGTGACTTCCTGCGGCACTTCGGCTGCCCTGTCGGCTCCCCCATGAACCCAGGGCAGCT 

GTGTGAGGTGTGGTMzACCTGGATCAGGGGAGAAATGGCCAGCTGTCACCAGACCTGGGGCA 

GCTCTCCTGACAAAGCTGTTTGCTCTTGGGTTGGGAGGAAGCAAATGCAAGCTGGGCTGGGT 

CTAGTCCCTCCCGCCCACAGGTGACATGAGTACAGACCCTCCTCAATCACCACATTGTGCCT 

CTGCTTTGGGGGTGCCCCTGCCTCCAGCAGAGCCCCCACCATTCACTGTGACATCTTTCCGT 

GTCACCCTGCCTGGAAGAGGTCTGGGTGGGGAGGCCAGTTCCCATAGGAAGGAGTCTGCC 
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MNVALQELGAGSNVGFQKGTRQLLGSRTQLELVLAGASLLLAALLLGCLVALGVQYHRDPSH 
STCLTEACIRVAGKILESLDRGVSPCEDFYQFSCGGWIRRNPLPDGRSRWNTFNSLWDQNQA 

ILKHLLENTTFNSSSEAEQKTQRFYLSCLQVERIEELGAQPLRDLIEKIGGWNITGPWDQDN 

» 

FMEVLKAVAGTYRATPFFTWISADSKSSNSNVIQVDQSGLFLPSRDYYLNRTANEKVLTAY 
LDYMEELGML LGGR P T S T REQMQQVLELE I QLAN I TVPQDQRRDEEKI YHKMS I SELQALAP 
SMDWLEFLSFLLSPLELSDSEPWVYGMDYLQQVSELINRTEPSILNNYLIWNLVQKTTSSL 
DRRFESAQEKLLETLYGTKKSCVPRWQTCISNTDDALGFALGSLFVKATFDRQSKEIAEGMI 
SEIRTAFEEALGQLVWMDEKTRQAAKEKADAIYDMIGFPDFILEPKELDDVYDGYEISEbSF 
FQNMLNLYNFSAKVMADQLRKPPSRDQWSMTPQTW^ 

PKALNFGG I G WMGHELTHAFDDQGREYDKEGNLRPWWQNESLAAFRNHTACMEEQYNQYQV 
NGERLNGRQTLGENITDNGGLKAAYNAYKAWLRKHGEEQQLPAVGLTNHQLFFVGFAQVWCS 
VRTPESSHEGLVTDPHSPARFRVLGTLSNSRDFLRHFGCPVGSPiMNPGQLCEVW 
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GCCCGGCCCTCCGCCCTCCGCACTtCCGCCTCCCTCCCTCCGCCCGCTCCCGCGCCCTCCTC 

CCTCCCTCCTCCCCAGCTGTCCCGTTCGCGTCATGCCGAGCCTCCCGGCCCCGCCGGCCCCG 

CTGCTGCTCCTCGGGCTGCTGCTGCTCGGCTCCCGGCCGGCCCGCGGCGCCGGCCCAGAGCC 

CCCCGTGCTGCCCATCCGTTCTGAGAAGGAGCCGCTGCCCGTTCGGGGAGCGGCAGGTAGGT 

GGGCGCCCGGGGGAGGCGCGGGCGGGGAGTCGGGCTCGGGGCGAGTCAGCGCCAGCCCGGAG 

GGGGCGCGGGGCGCAGGTGGCTCGGCGCGGCGGGCGGCCCGGAGGGTGGGCGGGGGCAGAAG 

GGCGCGGTGCCTGGGACCCGGGACCCGCGGGCAGCCCCCGGGGCGGCACACGGCGCGAGCTG 

GGCAGCGGCCTCCAGCCAAGCCCGTCCCCGCAGGCTGCACCTTCGGCGGGAAGGTCTATGCC • 

TTGGACGAGACGTGGCAqCCGGACCTAGGGGAGCCATTCGGGGTGATGCGCTGCGTGCTGTG 

CGCCTGCGAGGtGCAGTGGGGTCGCCGTACCAGGGGCCCTGGCAGGGTCAGCTGCAAGAACA 

TCAAACCAGAGTGCCCAACCCCGGCCTGTGGGCAGCCGCGCCAGCTGCCGGGACACTGCTGC 

CAGACCTGCCCCCAGGACTTCGTGGCGCTGCTGACAGGGCCGAGGTCGCAGGCGGTGGCACG 

AGCCCGAGTCTCGCTGCTGCGCTCTAGCCTCCGCTTCTCTATCTCCTACAGGCGGCTGGACC 

GCCCTACCAGGATCCGCTTCTCAGACTCCAATGGCAGTGTCCTGTTTGAGCACCCTGGAGCC 

CCCACCCAAGATGGCCTGGTCTGTGGGGTGTGGCGGGCAGTGCCTCGGTTGTCTCTGCGGCT 

CCTTAGGGCAGAACAGCTGCATGTGGCACTTGT.GACACTCACTCACCCTTCAGGGGAGGTCT 

GGGGGCCTCTCATCCGGCACCGGGCCCTGTCCCCAGAGACCTTCAGTGCCATCCTGACTCTA 

GAAGGCCCCCACCAGCAGGGCGTAGGGGGCATCACCCTGCTCACTCTCAGTGACACAGAGGA 

CTCCTTGCATTTTTTGCTGCTCTTCCGAGGCCTTGCAGGACTAACCCAGGTTCCCTTGAGGC 

TCCAGATTCTACAGCAGGGGCAGCTACTGCGAGAACTTCAGGCCAATGTCTCAGCCCAGGAA 

CCAGGCTTTGCTGAGGTGCTGCCCAACCTGACAGTCCAGGAGATGGACTGGCTGGTGCTGGG 

GGAGGTGCAGATGGCCCTGGAGTGGGCAGGCAGGCCAGGGCTGCGCATCAGTGGACACATTG 

CTGCCAGGAAGAGCTGCGACGTCCTGCAAAGTGTCCTTTGTGGGGCTAATGCCCTGATCCCA 

GTCCAAACGGGTGCTGCCGGCTCAGCCAGCCTCACTCTGCTAGGAAATGGCNCCCTGATCCT 

CCAGGTGCAATTGGTAGGGACAACCAGTGAGGTGGTGGCCATGACAGTGGAAACCAAGCCTC 

AGCGGAGGGATCAGCCCACTGTCCTGTGCCACATGGCTGGCCTATCCTCCCCTGCCCCCAGG 

CCGTGGGTATCTGCCCTGGGCTGGGGTGCCCGAGGGGCTCATATGCTGCTGCAGAATGAGCT 

CTTCCTGAACGTGGGCACCAAGGACTTCCCAGACGGAGAGCTTCGGGGGCAACGTGGCTGCC 

CTGCCCTACTGTGGGGCATAGCGCCCGCCCTGCCCGTGCCCCTAGCAGGAGCCCTGGTGCTA 

CCCCCTGTGAAGAGCCAAGCAGCAGGGCACGCCTGGCTTTCCTTGGATACCCACTGTCACCT 

GCACTATGAAGTGCTGCTGGCTGGGCTTGGTGGCTCAGAACAAGGCACTGTCACTGCCCACC 

TCCTTGGGCCTCCTGGAACGCCAGGGCCTCGGCGGCTGCTGAAGGGATTCTATGGCTCAGAG 

GCCCAGGGTGTGGTGAAGGACCTGGAGCCGGAACTGCTGCGGCACCTGGCAAAAGGCATGGC 

TTCCCTGATGATCACCACCAAGGTAGCCCCAGAGGGGAGCTCCGAGGGCAGCCTCTCCTCCC 

AGGTGCACATAGCCAACCAATGTGAGGTTGGCGGACTGCGCCTGGAGGCGGCCGGGGCCGAG 

GGGGTGCGGGCGCTGGGGGCTCCGGATACAGCCTCTGCTGCGCCGCCTGTGGTGCCTGGTCT 

CCCGGCCCTAGCGCCCGCCAAACCTGGTGGTCCTGGGCGGCCCCGAGACCCCAACACATGCT 

TCTTCGAGGGGCAGCAGCGCCCCCACGGGGCTCGCTGGGCGCCCAACTACGACCCGCTCTGC 

TCACTCTGCACCTGCCAGAGACGAACGGTGATCTGTGACCCGGTGGTGTGCCCACCGCCCAG 

CTGCCCACACCCGGTGCAGGCTCCCGACCAGTGCTGCCCTGTTTGCCCTGGCTGCTATTTTG 

ATGGTGACCGGAGCTGGCGGGCAGCGGGTACGCGGTGGCACCCCGTTGTGCCCCCCTTTGGC 

TTAATTAAGTGTGCTGTCTGCACCTGCAAGCAGGGGGGCACTGGAGAGGTGCACTGTGAGAA 

GGTGCAGTGTCCCCGGCTGGCCTGTGCCCAGCCTGTGCGTGTCAACCCCACCGACTGCTGCA 

AAGAGTGTCCAGGTGAGGCCCACCCCCAGCTGGGGGACCCCATGCAGGCTGATGGGCCCCGG 

GGCTGCCGTTTTGCTGGGCAGTGGTTCCCAGAGAGTCAGAGCTGGCACCCCTCAGTGCCCCC. 

GTTTGGAGAGATGAGCTGTATCACCTGCAGATGTGGGGT7VAGTGGGGAGCAGAGGCTTGTGT 

GAGGTGGGTACTGGGAGCCTGGTCTGGAGTAGGGAGACCTTCCCAGGGAGGTCCCTGAAGAA 

GCTGAAGGTCACTGTGTCCCAGTGCCTCTGGGGGACACTCAGTGTCTGCTCTGTCTTGTACC 

AGGCAGGGGTGCCTCACTGTGAGCGGGATGACTGTTCACTGCCACTGTCCTGTGGCTCGGGG 

AAGGAGAGTCGATGCTGTTCCCGCTGCACGGCCCACCGGCGGCGTAAGTGAGGGAGTCCAGG 

GTCAGCAGCTGTGAGTGGAGGGCTCACCTGCCTGTGGGACTCCTGATCAGGGAAGGGAGCAC 

TCACTGTGTGCAGGAACAGTGCAGCCTGCCTCACAAGTGCCATTCCAATCCACCCTCACAGC 

AACCTGGTGGAATTGTTATTTATGACCTTTTCTTTACAAATGAGATTTCTGAAGCTCAGAGA 

AATTAAGCAACGAGATGAAGGTCACCCAGCTGTGTGCACTGACCTGTTTAGAAAATACTGGC 
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CTTTCTGGGACCAA.GGCAGGGATGCTTTGCCCTGCCCTCTATGCCTCTCTGTGCCTCTCCAC 
TCCCTCTCCCCTCCTCCAACATTCCCTCCCTTCTGTCTCCAGCAGCCCGAGAGACCAGAACT 
GATCCAGAGCTGGAGAAAGAAGCCGAAGGCTCTTAGGGAGCAGCCAGAGGGCCAAGTGACCA 
AGAGGATGGGGCCTGAGCTGGGGAAGGGGTGGCATCGAGGACCTTCTTGCATTCTCCTGTGG 
GAAGCCCAGTGCCTTTGCTCCTCTGTCCTGCCTCTACTCCCACCCCCACTACCTCTGGGAAC 
CACAGCTCCACAAGGGGGAGAGGCAGCTGGGCCAGACCGAGGTCACAGCCACTCCAAGTCCT 
GCCCTGCCACCCTCGGCCTCTGTCCTGGAAGCCCCACCCCTTTCTTCCTGTACATAATGTCA 
CTGGGTTGTTGGGATTTTTAATTTATCTTCACTCAGCACCAAGGGCCCCGGACACTCCACTC 
CTGCTGCCCCTGAGCTGAGCAGAGTCATTATTGGAGAGTTTTGTATTTATTAAAACATTTCT 
TTTTCAGTCTTTGGGCATGAGGTTGGCTCTTTGTGGCCAGGAACCTGAGTGGGGCCTGGTGG 
AGAAGGGGCNGAGAGTAGGAGGTGAGAGAGAGGAGCTCTGACACTTGGGGAGCTGAAAGAGA 
CCTGGAGAGGCAGAGGATAGCGTGGCNNTTGGCTGGCATNCCTGGGTTCCGCAGAGGGGCTG 
GGGATGGTTCTTGAGATGGTCTAGAGACTCAAGAATTTAGGGAAGTAGAAGCAGGATTTTGA 
CTCAAGTTTAGTTTCCCACATCGCTGGCCTGTTTGCTGACTTCATGTTTGAAGTTGCTCCAG 
AGAGAGAATCAAAGGTGTCACCAGCCCCTCTCTCCCTCCTTCCCTTCCCTTCCCTTTCTTTC 
CCTCCCCTCCCCTCCCCTCCCCTCCCCTCC 
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GGCCGAGCGGGGGTGCTGCGCGGCGGCCGTGATGGCTGGTGACGGCGGGGCCGGGCAGGGGA 
CCGGGGCCGCGGCCCGGGAGCGGGCCAGCTGCCGGGAGCCCTGAATCACCGCCTGGCCCGAC 
TCCACCATGAACGTCGCGCTGCAGGAGCTGGGAGCTGGCAGCAACGTGGGATTCCAGAAGGG 
GACAAGACAGCTGTTAGGCTCACGCACGCAGCTGGAGCTGGTCTTAGCAGGTGCCTCTCTAC 
TGCTGGCTGCACTGCTTCTGGGCTGCCTTGTGGCCCTAGGGGTCCAGTACCACAGAGACCCA 
TCCCACAGCACCTGCCTTACAGAGGCCTGGATTCGAGTGGCTGG7VAAAATCCTGGAGTCCCT 
GGACCGAGGGGTGAGCCCCTGTGAGGACTTTTACCAGTTCTCCTGTGGGGGCTGGATTCGGA 
GGAACCCCCTGCCCGATGGGCGTTCTCGCTGGAACACCTTCAACAGCCTCTGGGACCAAAAC 
CAGGCCATACTGAAGCACGTGCTTGAAAACACCAGCTTCAACTCCAGCAGTGAAGCTGAGCA 
GAAGACACAGCGCTTCTACCTATCTTGCCTACAGGTGGAGCGCATTGAGGAGCTGGGAGCCC 
AGCCACTGAGAGACCTCATTGAGAAGATTGGTGGTTGGAACATTACGGGGCCCTGGGACCAG 
GACAACTTTATGGAGGTGTTGAAGGCAGTAGCAGGGACCTACAGGGCCACCCCATTCTTCAC 
CGTCTACATCAGTGCCGACTCTAAGAGTTCCAACAGCAATGTTATCCAGGTGGACCAGTCTG 
GGCTCTTTCTGCCCTCTCGGGATTACTACTTAAACAGAACTGCCAATGAGAAAGTAAGGAAC 
ATCTTCCGAACCCCCATCCCTAqCCCTGGCTGAGCTGGGCTGATCCCTGTTGACTTTTCCCT 
TTGCCAAGGGTCAGAGCAGGGAAGGTGAGCCTATCCTGTCACCTAGTGAACAAACTGCCCCT 
CCTTTCTTTCTTCTTTTCTTCCTCCCTCCCTCCCTTTCTTCCCCTTTTCCTTCCTTCCTTCC 
TCTTATTCTTCTAGTAGGTTTCATAGACACCTACTGTGTGCCAGGTCCAGTGGGGGAATTCG 
GAGATATAAGTTTGCGAGCCATTGCCACAGGAAGCGTTCAGTGTCGATGGGTTCATGGACCT 
AGATAGGCTGATAACAAAGCTCACAAGAGGGTCCTGAGGATTCAGGAGAGACTTATGGAGCC 
AGCAAAGTCTTCCTGAAGAGATTGCATTTGAGCCAGGTCCTGTAG 
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ATGCCTACTACCTTCCAACTAAGAATGAGATCGTCTTCCCCGCTGGCATCCTGCAGGCCCCC 

TTCTATGCCCGCAACCACCCCAAGGCCCTGAACTTCGGTGGCATCGGTGTGGTCATGGGCCA 

TGAGTTGACGCATGCCTTTGATGACCAAGGGCGCGAGTATGACAAAGAAGGGAACCTGCGGC 

CCTGGTGGCAGAATGAGTCCCTGGCAGCCTTCCGGAACCACACGGCCTGCATGGAGGAACAG 

TACAATCAATACCAGGTCAATGGGGAGAGGCTCAACGGCCGCCAGACGCTGGGGGAGAACAT 

TGCTGACAACGGGGGGCTGAAGGCTGCCTACAAtGCTTACAAAGCATGGCTGAGAAAGCATG 

GGGAGGAGCAGCAACTGCCAGCCGTGGGGCTCACCAACCACCAGCTCTTCTTCGTGGGATTT 

GCCCAGGTGTGGTGCTCQGTCCGCACACCAGAGAGCTCTCACGAGGGGCTGGTGACCGAtCC 

CCACAGCCCTGCCCGCTTCCGCGTGCTGGGCACTCTCTCCAACTCCCGTGACTTCCTGCGGC 

ACTTCGGCTGCCCTGTCGGCTCCCCCATGAACCCAGGGCAGCTGTGTGAGGTGTGGTAGACC 

TGGATCAGGGGAGAAATGGCCAGCTGTCACCAGACCTGGGGCAGCTCTCCTGACAAAGCTGT 

TTGCTCTTGGGTTGGGAGGAAGCAAATGCAAGCTGGGCTGGGTCTAGTCCCTCCCCCCCACA 

GGTGACATGAGTACAGACCCTCCTCAATCACCACATTGTGCCTCTGCTTTGGGGGTGCCCCT 

GCCTCCAGCAGAGCCCCCACCATTCACTGTGACATCTTTCCGTGTCACCCTGCCTGGAAGAG 

GTCTGGGTGGGGAGGCCAGTTCCCATAGGAAGGAGTCTGCCTCTTCTGTCCCCAGGCTCACT 

CAGCCTGGCGGCCATGGGGCCTGCCGTGCCTGCCCCACTGTGACCCACAGGCCTGGGTGGTG 

TACCTCCTGGACTTCTCCCCAGGCTCACTCAGTGCGCACTTAGGGGTGGACTCAGCTCTGTC 

TGGCTCACCCTCACGGGCTACCCCCACCTCACCCTGTGCTCCTTGTGCCACTGCTCCCAGTG 

CTGCTGCTGACCTTCACTGACAGCTCCTAGTGGAAGCCCAAGGGCCTCTGAAAGCCTCCTGC 

TGCCCACTGTTTCCCTGGGCTGAGAGGGGAAGTGCATATGTGTAGCGGGTACTGGTTCCTGT 

GTCTTAGGGCACAAGCCTTAGCAAATGATTGATTCTCCCTGGACAAAGCAGGAAAGCAGATA 

GAGCAGGGAAAAGGAAGAACAGAGTTTATTTTTACAGAAAAGAGGGTGGGAGGGTGTGGTCT 
TGGCCCTTATAGGACC 



